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A MAN IS A 
DESERT... 
FILL THE 
EMOTIONAL 


VOID 








LE. 
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The sterile negativism of the schizophrenic, the paranoid 
and the senile can be reversed, as Pacatal helps 

restore more normal patterns of emotional response. Contact 
with withdrawn patients may be quickly re-established.!-3 


PACATAL * “normalizes” thinking and emotional responses 
* calms without ‘‘flattening’’—keeps patients alert 
* elevates the mood instead of sedating the patient’ 
complete literature available on request , 
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® 
FOR NORMALIZATION—NOT SEDATION Pac At al 


BRAND OF MEPAZINE 


WARNER-CHILCOTT 





more hours for 
nursing care 


with timesaving THORAZINE* SPANSULE? capsules 


‘Thorazine’ Spansule capsules need be administered only once 
or twice in a 24-hour period. 

This means that nurses have more time to work with patients 
in remotivation, occupational and recreational therapies and 
more time to devote to those patients for whom individual 
attention is essential. 

‘Thorazine’ Spansule capsules are available in five convenient 
dosage strengths: 30 mg., 75 mg., 150 mg. and 200 mg. in 
bottles of 30 and 250; 300 mg. in bottles of 30. (All strengths 
also available in special hospital packages.) 


Smith Kline & French Laboratories, Philadelphia 


leaders in psychopharmacology 


*T.M. Reg. U.S. Pat. Off. for chlorpromazine, $.K 
+ T.M. Reg. U.S. Pat. Off. for sustained release on S.K.B. 











ceyennne)| 
those 
psychotic 
Sigcnvelmeveets 
that bar 
her from 
psychotherapy 





CHEMICALLY IMPROVED -— beneficial proper- 
ties potentiated . .. unwanted effects reduced, 
through modification of the phenothiazine struc- 
ture 


PHARMACOLOGICALLY IMPROVED —en- 
hanced potency with far less sedative effect 


CLINICALLY IMPROVED ~— does not oversedate 
the patient into sleepiness, apathy, lethargy... 
active and rapid in controlling manic excitement, 
psychotic agitation and panic, delusions and hal- 
lucinations, hostility, and intractable behavior... 
drug-induced agitation minimal 


AND IN EXTENSIVE CLINICAL EXPERIENCE— 
SINGULARLY FREE FROM TOXICITY 


IN SCHIZOPHRENIA / MANIC STATES/ PSYCHOSES ASSOCIATED 
WITH ORGANIC BRAIN DISEASE 


effects smooth and rapid control of psychotic symp- 
toms ——————> facilitates insight ————» permits 
early introduction of psychotherapy -————»> im- 
proves patient-personnel relationship ——» hastens 
social rehabilitation 


RI 


Squibb Triflupromazine Hydrochloride 


the new, improved agent for better 
management of the psychotic patient... 
with greater freedom from toxicity 


DOSAGE: 

Oral route—usual initial dosage, 25 mg., t.id. Adjust 
dosage according to patient response. (Observe caution 
in giving daily oral doses in excess of 300 mg.) 
Intramuscular route—suggested dosage, 20 mg., t.i.d. (Ob- 
serve caution in exceeding daily intramuscular doses of 
150 mg.) 

(See package insert for additional information) 

Oral Tablets: 10 mg., 25 mg., 50 mg. press-coated tablets 
in bottles of 50 and 500 

Parenteral Solution: 1 cc. ampuls (20 mg./ce.) 


























Squibb Quality— 
The Priceless Ingredient 





*VESPRIN® IS A SQUIBB TRADEMARK 





“MYSOLINE” 


Brand of Primidone 


in epilepsy 





Reports from 15 countries attest to the clinical effectiveness of ‘‘Mysoline”’ 
in grand mal and psychomotor attacks. These results are confirmed by three 
years of successful use in the United States. No irreversible toxic effects have 
been reported. When side effects such as drowsiness and ataxia occur, they 
are usually mild and transitory, tending to disappear as therapy is continued 


or dosage is adjusted. 


Supplied: 0.25 Gm. scored tablets, bottles of 100 and 1,000. 


Ceyerot AYERST LABORATORIES * NEW YORK, N. Y. * MONTREAL, CANADA 


‘‘Mysoline”’ is available in the United States by arrangement with Imperial Chemical Industries Ltd. 
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HELP PSYCHIATRIC PATIENTS TALK 





New Parenteral Ritalin helps patients to verbalize and 


makes them more cooperative. Onset 





of action is rapid. The mental alertness of patients is 







sharpened in as little as five minutes. 


“...it has been found most valuable in helping the 


patient to express himself during psychotherapeutic 





interviews.” 











A fX\ Sicilia a aaa = ® 
new parenrens.— ATT 
DOSAGE: 10 to 20 mg. intramuscularly, 


10 to 15 minutes before interview hydrochloride 
(methylphenidate hydrochloride CIBA) 


SUPPLIED: Multiple-dose Vials, 10 ml., 
each vial containing 100 mg. Ritalin hydro- 
chloride in lyophilized form, accompanied 
by a 10-ml. vial of sterile solvent. 


ALSO AVAILABLE: Oral Ritalin in tablets 
of 5, 10 and 20 mg. 


*Waggoner, R. W.: Personal communication. 


CIBA 


SUMMIT, N. J. 2/2516M K 
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Now in one instrument... \ 
a safe, soothing high frequency fed, 
current for painless sedation | 
without drugs and a powerful heat 
convulsive current at the 

very least as efficient 

as the strongest AC machine, 

but with increased safety 

due to automatically 

reduced side effects. 


MODEL SOS 





REITER SEDAC-S TIMULA TOR 


Now with Model SOS, Reiter SedAc- ‘ 
Stimulator, sedative and convulsive ~~ x 
therapies may be given with one ma- », X 
chine. A one knob control witha safety | “ X 
spring lock permits simple transition | \ , 
from sedative to convulsive currents. | 


In ECT, the significantly increased | \ 


efficiency of the Reiter unidirectional 
current offers greater therapeutic and \ 
convulsive effectiveness. | 

| 


Patients may be treated so they are 
quickly clear and bright following 
treatment ... apnea, thrust, agitation 
and confusion are notably minimized. 


The Reiter SedAc current establishes 
better transference ... patients fears 
are relaxed ...they become com- 
municative. 


Anxious aversion to EST is greatly 
minimized by application of the 
SedAc current prior to treatment. Only 
the gentle SedAc stimulation is | 
remembered. 








Literature available on request. 
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\ 
| MODEL SOS PROVIDES FOR: 


CONVULSIVE THERAPY 
maximum convulsive and 
therapeutic efficiency 


~~ NON-CONVULSIVE THERAPIES 
| ELECTRO-SLEEP THERAPY 


FOCAL TREATMENT 
unilateral and bilateral 


MONO-POLAR TREATMENT 
non-convulsive or convulsive 


BARBITURATE COMA 


= -/ and other respiratory problems 


MILD SEDAC 
without sedation 


DEEP SEDAC THERAPY 
with sedation 


PRE-CONVULSIVE SEDAC 
for anxious patients 
who resist EST 


POST-CONVULSION SEDAC 
for deep sleep 


NEUROLOGICAL CONDITIONS 


Model SOS contains the Reiter uni- 
directional currents and three new 
SedAc ranges as part of the single 
selector control. Model S is available 
without the SedAc current (may be 
used with separate SedAc attach- 
: ment). The SedAc is also available 
as a self-powered instrument. 


BEN REITER, Se.D 


| 64 WEST 48th STREET, 
| NEW YORK 36, N. Y. 
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Clinically confirmed 
in over 2,500 


*DePprol  rrri« 


case histories’ 


CONFIRMED EFFICACY 


Deprol ® acts promptly to control depression 
without stimulation 


®& restores natural sleep 
®& reduces depressive rumination and crying 


DOCUMENTED SAFETY 


Deprol is unlike amine-oxidase inhibitors 


& does not adversely affect blood pressure 
or sexual function 


& causes no excessive elation 


> produces no liver toxicity Dosage: Usual start- 


> does not interfere with other drug therapies  {%, When necessary, 


° ‘ : this dose may be grad- 
Deprol is unlike central nervous stimulants ually increased up to 


i d t : . 8 tablets q.i.d. 
oes not cause insomnia Composition: Each 





> produces no amphetamine-like jitteriness -.. t#blet contains 400 
: Ig. meprobamate and 
& does not depress appetite 1 mg. 2-diethylamino- 
; ‘ ethyl benzilate hydro- 
& has no depression-producing aftereffects chloride (benactyzine 
: : HCl). 
> can be used freely in hypertension and Supplied: Bottles of 
in unstable personalities 50 scored tablets, 
1, Alexander, L.: Ch therapy of dep i Use of meprobamate combined with benactyzine (2-diethylaminoethyl benzilate) 





m hydrochloride. J.A.M.A. 166:1019, March 1, 1958. 2. Current personal communications; in the files of Wallace Laboratories. 
TRADE. MARK 


40-2491 Literature and samples on request (iff WALLAcE LABORATORIES, New Brunswick, N.J. 








‘Compazine’ highly effective with ECT 


















Twenty-eight acute schizophrenics received 
a combination of “Compazine’ and electro- 
convulsive therapy. Twenty-six showed 
marked improvement. Patients were calm 
and less apprehensive between treatments, 
and they were readily accessible for psycho- 
therapy. No episodes of vasomotor collapse 
occurred.! 


e *” 
Compazine 
prochlorperazine, S.K.F. 
Available: Tablets, Spansule* sustained re- 


lease capsules, Ampuls, Multiple dose vials, 
Syrup and Suppositories. 





Smith Kline & French 
Laboratories, Philadelphia 


1. Wilcox, F.: Dis. Nerv. System 19:104 (Apr.) 1958. 
*T.M. Reg. U.S. Pat. Off. 
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Effect of a Cholesterol Lowering Agent on the “ 7g ik ‘a 
Aged Mentally Ill e 


Son 


7 


MICHAEL J. CARVER, PH.D., JOSEPH P. DAILEY, PH.D., ROBERT L. COLESCOTT, B.S., and 
JACKSON A. SMITH, M.D. 


Kinsell, et al.** in 1952 reported that se- 
rum cholesterol was lowered in patients re- 
ceiving vegetable oils as a source of fat and 
that when the vegetable oil was removed 
from the diet the serum cholesterol returned 
to pre-treatment concentration. This work 
was later confirmed by Ahrens’ and by Bev- 
eridge* and one component of the vegetable 
oil responsible for this lowering was found 
by Kinsell* to be the ester of linoleic acid, a 
fatty acid containing eighteen carbon atoms 
and two double bonds. 


A biological relationship between linoleate 
and pyridoxine, vitamin B,, was indicated 
in experiments carried out by Birch* in 1938. 
This relationship was further established in 
rats by the work of Witten and Holman.’ 
These latter investigators demonstrated the 
addition of both pyridoxine and linoleate to 
the diet of rats deficient in both essential 
fatty acids and pyridoxine caused a signifi- 
cant increase in body weight compared to 
the feeding of either material alone. They 
further demonstrated that the addition of 
both pyridoxine and linoleate to the doubly 
deficient diet caused a substantial increase 
in carcass content of arachidonic acid, an 
essential fatty acid containing twenty car- 
bon atoms and four double bonds, compared 
to the feeding of either material in con- 
junction with the deficient diet. 

Even though the mechanism by which 
these essential fatty acids and pyridoxine 
influence plasma cholesterol is not com- 
pletely understood, a stable and palatable 





From the Nebraska Psychiatric Institute, Omaha, 
Nebraska, and the Research and Development De- 
partment of Armour Laboratories, Kankakee, IIli- 
nois. 


emulsion containing a high concentration of 
linoleic acid and a significant amount of 
pyridoxine would be expected to be desir- 
able from a therapeutic viewpoint. This pa- 
per is a report on the effectiveness of such 
an emulsion as a suplement to an institu- 
tional diet in the treatment of hypercholes- 
terolemia. 


Materials and Methods 


The patient group in the study was com- 
posed of ten hospitalized mentally ill pa- 
tients maintained on a general diet during 
the course of the study. The 40% safflower 
oil emulsion was administered postprandially 
in an oral dosage of 4 oz. or 8 oz. daily 
either undiluted or with water. The prepa- 
ration was well tolerated and no adverse 
side effects were noted. Throughout the ex- 
periment no attempt was made to restrict 
or control the intake of fatty food. 


Each 4 oz. dose* contained 1.62 mg. pyri- 
doxine hydrochloride and 24.0 g. of refined 
safflower oil stabilized with 24 mg. mixed 
tocopherols, 2.4 mg. propyl gallate and 12 
mg. citric acid. Sodium benzoate was added 
to prevent bacterial contamination. The 
analysis of the oil is as follows: linoleic acid 
72.3%, linolenic acid 0.5%, arachidonic acid 
0.0%, oleic acid 6.5%, iodine number 142. 


The method of Zak* was used for the anal- 
ysis of free and total cholesterol. All deter- 
minations were performed in duplicate and 
agreed within + 5 mg. % 

Prior to the feeding of the emulsion, two 


*A 65% emulsion containing these ingredients in 
the above proportions is now available from Armour 
Laboratories under the trade name “Arcofac.” 
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determinations of free and total cholesterol 
were made on each patient to establish a 
base line. Additional determinations were 
performed after two and four weeks of treat- 
ment, The patients were then continued on 
their usual diet without fat supplementation. 
Sixty days after the therapy, cholesterol] de- 
terminations were once again carried out. 
Five of the patients were retested using 5 oz. 
of the 65% emulsion (Arcofac) for 4 weeks. 
During the therapy the patients’ weights re- 
mained essentially constant. 


Results and Discussion 


Feeding of the safflower oil emulsion con- 
taining linoleic acid glyceride and pyridox- 
ine hydrochloride resulted in a substantial 
decrease in serum cholesterol concentration 
in nine of the ten patients on a general diet. 
The serum cholesterol concentration of the 
tenth patient remained constant throughout 
the experiment. These results are tabulated 
in Table I. When the study was repeated 
this drop in serum cholesterol concentration 
was confirmed in four of five patients. These 
results are listed in Table II. The results of 
this investigation on patients receiving nor- 
mal institutional diets confirms the previous 
studies on the well controlled but less ap- 
plicable synthetic diets and it would appear 
that the use of this emulsion is a realistic 





TABLE I 


Effects of Essential Fatty Acids and Pyri- 
doxine on Serum Cholesterol Levels 


> ha > 

SP 4 > & 

3m os & he 

4 A] so) o 

4 tice = @ yo Es 5 es 
5 at = * ne has 
5 2 sp tare a eer 
a Se 235 235 Sig 
N.L.1 241 208 188 206 
F.W.1 192 194 162 — 
L.G.1 212 177 180 210 
M.F.1 278 240 224 240 
A.W.1 248 202 188 218 
S.P.2 286 246 242 248 
M.V.2 247 202 180 218 
L.M.2 220 222 216 210 
B.E.2 306 218 200 224 
H.D.? 293 Zoe 234 243 





1. 4 oz. of 40% emulsion per day. 
2. 8 oz. of 40% emulsion per day. 
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TABLE II 


Effects of Essential Fatty Acids and Pyri- 
doxine on Serum Cholesterol Levels: Con- 
firmatory Study 


n > 

de : 

— 2 e n ov 
= at oe 3 s x 
= - cH. .3 
S op 50 ay, w Oo Ww 
Ay Me qor + & 
A.W.1 244 194 244 
B.E.! 248 225 220 
N.L.1 234 234 224 
M.V.1 244 218 240 
L.G.1 206 184 192 


1. 5 oz. of 65% emulsion (Arcofac) per day. 





approach to an effective therapy for hyper- 
cholesteremic patients on such diets. 


Summary 

An emulsion containing pyridoxine and 
linoleic acid glyceride was administered post- 
prandially in an oral dosage to ten mentally 
ill patients on a normal institutional] diet. 
This medication resulted in a substantial de- 
crease in serum cholesterol concentration in 
nine of the ten patients. A confirmatory 
study resulted in a decrease of serum choles- 
terol levels in four out of five of these pa- 
tients. It appears that the administration 
of this emulsion to patients on such a diet 
is an effective therapy for hypercholeste- 
remia. 
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Schizophrenia as a World Problem 


JAMES L. MCCARTNEY, M.D. 


Schizophrenia has become an increasingly 
important public health problem and the evo- 
lution of the social system appears to be an 
important etiological factor. The greater 
the social changes, and the rapidity of these 
changes seem to correlate with the increase 
in schizophrenia. Contemporary civilized hu- 
manity is tormented by competition, anxiety, 
doubt, guilt, insecurity, and false standards. 
The spirit of nationalism leads to group 
schizophrenia and world-wide tension. To 
live almost anywhere in the world today 
means to fight for personal and collective 
benefits. There is not only sibling rivalry, 
but racial rivalry, and national rivalry. Anx- 
iety for want of security, anxiety for raw 
materials to supply the factories, anxiety for 
food to feed the starving, anxiety that there 
may be no work, and anxiety over rejection. 
The history of civilization is based on this 
natural struggle for survival, but in this 
struggle the individual] is often lost, and he 
retreats into social isolation. 

From East to West, from the Pacific Is- 
lands, China, Japan, Ceylon, and India, to 
Egypt, Italy, France, Germany, England, 
Russia, and America, mankind has been 
driven by inner psychological and sociolog- 
ical impulses to win in the unending battle 
of progress and civilization. This driving 
energy originates from the egotism of the 
individual and so the egotism of the nation. 
If the individual cannot go forward then he 
is apt to retreat into unreality. Pent-up ag- 
gression must express itself or it splits the 
personality. Indeed, mankind has not ex- 
isted for more than thirty years without war, 
and the unresolved aggression has turned 
to technics of destruction. 


The Marshall Islands 


In the Pacific Ocean, almost on the equa- 
tor, was a group of isolated islands, hardly 
touched by civilization, known as the Mar- 
shalls. Here were ten thousand people with- 
out a care in the world, without insecurity, 
and without sexual guilt, until World War II 





Read before the 2nd International Congress for 
Psychiatry, Zurich, Switzerland, Sept. 6, 1957. 


brought conflict to these shores. Since then 
has come civilization, marriage vows, and 
atomic bombs. Before the white man came, 
there was free love, no need to work, and no 
schizophrenia, but now these peoples have 
lost their paradise and many must retreat 
into unreality. 


Philippine Islands 


The Philippine Islands have a population 
well indoctrinated for many years with the 
superstitions of the West and then taken 
under the paternal wing of a benevolent na- 
tion. Before national security could be ob- 
tained, a disrupting war came, and then these 
peoples were cut adrift before political ma- 
turity. The universities are turning out 
more graduates than can be absorbed by 
industry. Schizophrenia is a tragic problem 
in the young nation, although the authorities 
will not give a figure as to the incidence of 
this disease, but it is evident that the psy- 
chiatric facilities are taxed beyond limits. 
Seventy per cent of the population is Roman 
Catholic, and the dogmas of this religion are 
confused by the traditions of the pre-Chris- 
tian bushman. 


Japan 


In Japan the individual’s status in the 
family, as well as in society, is determined 
at birth. The personality is educated and 
trained from early childhood to adjust to 
the prescribed way of life in an authoritarian 
atmosphere. To the extent that the indi- 
vidual is obedient and faithful to his allotted 
position and is content with his lot in his 
family and society, he can have personal se- 
curity. This is now all being threatened by 
the post-war reconstruction. 


The standards of life are still strictly 
stratified by class: the kind of clothes and 
their colors, the size and types of houses, the 
kind of language, when and how to bow, and, 
in general, how to behave. Conventional mo- 
rality and traditional restraints are so strin- 
gent that the violation of these unwritten 
laws subjects one to ridicule, or even to ex- 
ile from the family or community. 
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In the past, the family or “house” was the 
most important symbol in life. Preservation 
of the family line and its dignity was re- 
garded as the person’s most important duty. 
Consequently, a wife who could not bear 
children was sometimes divorced and so dis- 
honored. Members who disgraced the fam- 
ily were often expelled. Loyalty to the 
“house,” and if necessary, sacrifice in the in- 
terests of the family, were demanded as a 
matter of routine. The status of the family 
was determined by the community. Ordi- 
narily, the first son was the head of the main 
family and the heir. In place of direct in- 
heritance, the other sons were established 
as branch houses, with subordinate positions. 

Three major religions influenced Japanese 
ethics and helped in forming the social struc- 
ture. Confucianism, which teaches benevo- 
lence, righteousness, propriety, wisdom, self- 
control, and sincerity, emphasized obedience 
to parents. From this came Shintoism, 
which stressed ancestor worship. Buddhism 
preaches that one cannot exist without the 
good will and help of other people and of all 
things in nature. Therefore, the person must 
be appropriately grateful for the debt one 
owes to everyone and everything. The Bud- 
dhist must not “sacrifice” anmials for eating 
except fish. He must be satisfied with a 
modest and simple life and must not aspire 
beyond his station in life. 

Neither of these religions preaches a doc- 
trine of original sin. Therefore, a sense of 
guilt is aroused by the violation of religious 
prohibitions, traditional morality, or the reg- 
ulations of the family or group. The con- 
sequences of guilt are primarily the loss of 
“face’’ or deprival of group protection. In 
this fact lies the great importance of “ob- 
ligation” to the Japanese people. Failure to 
observe one’s obligation to family or society 
at large, as well as to individuals, resulted 
in serious deprivations. Obligation, then, as 
a system of unwritten law, bound individual 
to individual, and individual to group in a 
tight network, without regard for the indi- 
vidual’s rights or desires. 
~ The young people feel they have been de- 
ceived by their leaders, teachers, and even 
by their parents. This is particularly true 


for the twenty-year-olds, who were oriented 
toward an authoritarian, imperialist, ultra- 
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nationalist ideology before and during the 
war. They were poured into a warlike men- 
tal mold from their primary and secondary 
school days. Told how to think, feel. and 
behave, how to live and how to die, they were 
not rtained to think critically or to behave 
independently. They were given less gen- 
eral cultural education than the older gen- 
eration. With the occupation by the Ameri- 
cans, this convenient and rigid frame for 
their life vanished. They were consequently 
disoriented and confused. Conventional mo- 
rality lost much of its authority, and, along 
with Confucianism, Shintoism, and Bud- 
dhism, it has little to offer the confused 
young people. The impact of Christianity 
is infinitesimal, except to urge legislation 
against sexual freedom. Thus causing the 
confusion to become confounded. 

Many young people have lost their con- 
ventional hopes and ideals and have not been 
able to formulate new ones. Some insist 
that they will never trust authority again, 
while others are pessimistic or even nihi- 
listic. Some of the young people have thrown 
restraint aside and resign themselves to 
pleasure and enjoyment. Relations between 
the sexes is considerably freer in many 
areas. Some of these young people are ex- 
tremely ekotistical and do not care about 
their family, their society, or even their na- 
tion. Some are seeking new philosophies, 
ideologies, or religions; and Communists are 
increasing among college and university 
students. There has been a rash of new “re- 
ligions,” the founders of some of which are 
obviously paranoid. Others retreat to the 
psychiatric hospital. 

It is not surprising that in one psychiatric 
hospital 70 per cent of the population was 
schizophrenic and in another 50 per cent bore 
this diagnosis. It is further stated that at 
least one per cent of the general population 
has schizophrenia. 


China 


An editorial in the 1889 China Medical 
Journal stated “that mental diseases are re- 
markably infrequent in China,” but a survey 
conducted throughout China in 1926 con- 
cluded that there were at least 1,341,600 
psychotic persons in that country. At that 
time 12 per cent of these patients were di- 
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agnosed as being schizophrenic. A study of 
2,513 psychotic patients in Hong Kong dur- 
ing 1955-56 showed 35 per cent had schizo- 
phrenia. 

The Chinese, like the Japanese, had three 
major religions until the Communists took 
over after World War II. These were Con- 
fucianism, Taoism, and Buddhism. The great 
mass of the Chinese people are illiterate and 
haunted by innumerable superstitions. They 
see devils; they hear them; they feel them; 
they are possessed by them, and are tor- 
mented by them in every conceivable man- 
ner. In Taoism these devils are represented 
as idols. It is imagined that these spirits 
make noises like rats, ducks, and other ani- 
mals; that they cry at night, and call for 
money and food; that they are seen perched 
on the roofs, which accounts for the typical 
roof decorations found on Chinese buildings; 
that they flit vaguely in and out of open 
doors and windows; that they are seen as 
black shadows on the walls, and that they 
are often said to be very large. Some of the 
female devils are said to be tiny, and some 
are headless; they frequent dark corners of 
the room and get under the bed; they have 
a tendency to pull the bedding and legs of 
the unfortunate victim. To a psychiatrist 
these fabrications sound like the hallucina- 
tions of schizophrenia. 


For several thousand years the Chinese 
people had been adjusted to the paternal sys- 
tem, with submission to the Emperor and 
an unquestioned obedience to the father of 
the family. During the last decade this 
whole system has been discarded, and ac- 
tually, the child has been encouraged to in- 
form on the parent. An unthinkable state 
of affairs until the Communist regime. 

Through the centuries the “father-image”’ 
had been a fearful, awe-inspiring, terrifying 
paternal figure, which was never questioned. 
During the twentieth century, and especially 
in the last twenty years, the paternal image, 
which until 1900 was unassailable and in- 
v-ncible, began to appear in another light. 
The Chinese people saw how another Asiatic 
race had twice defeated the white people 
and had defeated and humiliated their elders 
without incurring punishment. The events 
in Manchuria, Malaya, the Philippines, In- 
donesia, and Korea gave them courage, and 
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so they turned against the white man. The 
“‘father-image”’ was completely defeated, for 
the God of the white man had no power 
against them. But a new father-image has 
taken its place. To some extent the new 
paternity-figure is easier to accept but the 
basic need for family solidarity is lost. 

For centuries the father had inspired awe 
in his children, and for the last thirty or 
forty years this attitude was transferred to 
the new image. Feelings of hate broke loose 
and were immediately fixed on the white man 
who had helped to perpetrate the patriarchal 
system. Then, in the last ten years the pres- 
ent Communist regime began to turn the 
children against their fathers. When this 
happened, all the innate feelings of pent-up 
hatred and wrath were released, and many 
a schizophrenic reaction was the result. 


The problem in Singapore and Malaya is 
essentially the same as in Hong Kong, as 
there is about the same percentage of Chi- 
nese in the population. There is much Com- 
munistic activity in this area, with many 
strikes, student riots, and revolts against 
religious traditions. 


Ceylon 


Ceylon was for hundreds of years under 
foreign domination but the majority of the 
population has remained Buddhist. In spite 
of the dictates of this religion, the island 
has been an easy victim of Communistic 
propaganda. Nevertheless, the native women 
are still kept under constant protection, and 
women’s dormitories are surrounded by 
walls Passions must be repressed. Self-de- 
nial is the desired goal. Patients don’t dis- 
cuss their sex lives. Pacifism and meditation 
is the philosophy of the people. The country 
has an overabundance of monks, who wander 
the streets, living on the charity of the peo- 
ple. There are about twice as many males 
as females in the psychiatric hospitals, and 
about 40 per cent are schizophrenic. 


India 


India, with over 600 different religions, 
still has a caste system which has bred hate 
and distrust. There are twice as many men 
as women in the psychiatric hospitals. Over 
half of all the patients are under forty years 
of age. Of the first admissions in four hos- 
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pitals, the rate of schizophrenics was 39 to 
67 per cent, with an average of 56 per cent. 

It is not surprising that the peoples of 
India are xenophobic, apathetic, withdrawn, 
and fatalistic. They are brought up in a 
tense and hostile environment. Their shrewd- 
ness is spoken of as a virtue, yet it reflects 
a suspicious, vindictive, immature, schizoid 
mind. 


Terror fills the minds of these people who 
live in the shadows of past centuries. The 
native goes through life in the constant grip 
of fear, afraid of the elements, afraid of the 
knife that might strike his back in the dark, 
afraid of the darkness itself, afraid of neigh- 
bors, afraid of foreigners whom he does not 
understand and, therefore, cannot trust, 
afraid of the jinn who lurks behind the trees 
and the ghouls who, he has been repeatedly 
told, are so monstrous that no one can elude 
them, afraid of himself and of his shadow. 
Little wonder that in India life is one long 
ordeal of dread and drudgery, thousands of 
men drown themselves each year in the so- 
called holy rivers or withdraw from life to 
become “holy men.” These frequent mass 
suicides, as well as many other forms of self- 
abnegation, self-punishment, and _ self-de- 
struction are symptoms of schizophrenia. 

In India the individual fights for reasons 
much closer to himself than political causes. 
What he is asking on a national scale is es- 
sentially what he wants for his own individ- 
ual needs. The young Indian who wreaks 
havoc in the streets is basically directing his 
defiance and hostility against the restraints 
of cultural and religious traditions, the 
sickly mysticism, the sacred superstitions, 
the autocracy of well-meaning but unenlight- 
ened parents and teachers. These forces 
robbed him of dignity, self-confidence, and 
freedom to grow. 

The common Indian, handicapped by deeply 
absorbed fears, suspicions, feelings of infe- 
riority, and vindictiveness, does not work 
with enthusiasm; instead he sits in the cor- 
ner of his dingy hut or uncomfortable flat, 
underfed, underclothed, his mind handicap- 
ped by the sickness of centuries, weaving 
elaborate tapestries of fatalistic self-conso- 
lation. He clings to the perverted but con- 


venient superstition that his fate is predes- 
tined by God. 
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Western Nations 


It has been evident that schizophrenia is 
an increasing problem in all Western coun- 
tries. A study carried out in the United 
States showed 13.8 per cent in private psy- 
chiatric office practice, of which 44.8 per 
cent were male, and 55.2 per cent were fe- 
male; 37.1 per cent in a private psychiatric 
sanitarium, of which 45.2 per cent were male, 
and 54.5 per cent were female; and 29.1 per 
cent in the New York State hospitals, of 
which 49.5 per cent were male, and 50.5 per 
cent were female. 

In Canada the first admission to govern- 
ment hospitals in 1953 showed 24 per cent 
schizophrenia. 

In the United States the average annual 
rate of first admissions to all public psychia- 
tric hospitals in 1948 was 20.1 per 100,000 
population. The annual rate for males was 
22.1 and for females 18.0, but the figures in 
the previous paragraph would indicate that 
the rate is now higher for women than for 
men. 

A study of nationality groups indicated 
that for those born in Italy, the standardized 
rate per 100,000 was 30.4; Germany, 35.7; 
Ireland, 33.0; England, 25.8; Scandinavian 
countries, 33.8, while it was only 16.0 for 
native whites of native parentage. The stand- 
ardized rate for native-born was 22.2 per 
100,000 population; for all foreign-born the 
rate was 32.8. Natives of native parentage 
had a rate of 16.9; natives of foreign parent- 
age, 26.4; and natives of mixed parentage, 
28.1. In comparing the racial groups, the 
rates for Negroes was 51.1 per 100,000, while 
for whites it was 25.7; a ratio of 2 to 1. Also, 
the rate for city dwellers was in excess of 
those from the country, in the ratio of 2.1 
to 1. The married had the minimum rate, 
the single the highest rate, with the divorced 
almost as high as the single. 

The Western democracies claim to offer a 
Christian philosophy, truth, ideological tol- 
erance, the spiritual values of humanism, le- 
gality, education on Western technology, and 
economic assistance to nations menaced by 
hunger and starvation. Their opponents, on 
the other hand, detect behind this solemn 
and complex superstructure the policy of ex- 
ploitation of man by man, of plutocratic or 
colonizing greed based on military repres- 
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sion, of extortion perpetuated by misery, of 
the cultivation of pauperism and the fetish- 
ism of the dollar. Such a policy has re- 
sulted in religious and class hatred and in 
the material and moral dependence of a great 
majority of workers on a small minority of 
owners determined to defend their hier- 
archic, outdated, and unjust privileges which 
cultivate paranoid sch.:zophrenia. 


The Communists in Russia insist they are 
striving for purity and severity of conduct 
and for the equality of human beings what- 
ever may be their culture, religion, ethnic 
origin, or color of skin. They claim this will 
be reached by the disciplined loyalty of the 
masses, Pavlovian conditioning, the enno- 
bling mysticism of work, and in accordance 
with a rational and concrete plan of social 
action. The democracies, however, point out 
the cruelty of a tyrannical state control, lack 
of freedom of thought and action, sectarian- 
ism, unavowed nationalism in the pan-Slavic 
sense, inhuman procedures of police super- 
vision, and the impudent propaganda infil- 
trating the consciousness of nations for the 
purpose of undermining spiritual ideals. The 
Communists claim that such a policy has re- 
sulted in a decrease in mental illness and es- 
pecially of schizophrenic reactions. 


Both the Western democracies and the 
Communists are greatly interested in sci- 
ence. The Western bloc proclaims the in- 
creased technical perfection of its scientific 
research, which is confirmed each day by 
sensational discoveries. Mental illness will 
be banished by a chemical balance. At the 
same time, the Communist bloc proudly 
boasts that its laborious fervor is inspired 
by the only authentic modern philosophy of 
science, known as dialectic materialism. 
Thus, the common man, the potential schiz- 
ophrenic, is caught between the contradic- 
tions that the Communist is spreading across 
the world, the implacable “truth” of Marx- 
ism, while the Western democratic political 
leader wants to pierce the iron curtain in or- 
der to introduce behind it the Paulst “truth.” 
It is uncertain what the identification will be. 


Conclusions 


The melancholic truth brought out by psy- 
chiatric history is that schizophrenia is on 
the increase around the world, and, if some- 
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thing isn’t done, the human race is well along 
the road to disintegration. Poised on the 
brink of chaos, the human race is morally 
and ethically bankrupt. Forces are loose 
which might result in total destruction. 

There has been a universal deterioration 
of personal, social, and political morals. Fam- 
ily discord and divorce, movies, and comic 
books of crime and gangsterism, magazines, 
books, radio, and dtelevision stories of mur- 
der and pathological behavior, labor dis- 
putes, aggressive picketing, and sabotage all 
reflect a climate of tension and hostility the 
world around. Everywhere there are symp- 
toms of this basic sickness of contemporary 
society. Increasing unemployment, subordi- 
nation of the individual to the industrial and 
administrative machine, the development of 
numerous modes of evading the realities of 
life, along with a compulsive urge toward 
warmaking, betray the degenerative and re- 
giessive trends in our civilization. 


The complexities of living in the modern 
civilized world have become too great for un- 
stable personalities. They are almost beyond 
human comprehension. The rapid extension 
of the individual’s environment through im- 
proved communications and transportation 
has so overwhelmed the civilized world that 
nothing more can be done than to grasp 
frantically at isolated bits of reality in the 
feverish effort to hold the world together. 


Summary 


1. The first admissions to psychiatric hos- 
pitals around the world showed in Japan 50 
to 70 per cent schizophrenia, China 35 per 
cent, Ceylon 40 per cent, India 39 to 67 per 
cent, in the United States 29 to 37 per cent. 

2. In the United States the rate for schiz- 
ophrenic negroes was twice as high as for 
native born whites. 

3. The rate was much higher for persons 
of foreign-born than of native-born parents. 

4. The rate was more than twice as high 
for city dwellers as for country dwellers. 


5. Religious dogmas have created a deep 
sense of guilt in the peoples and caused 
many individuals to withdraw from society. 

6. The rapid changes in the social system 
and the destruction of the father-figure has 
removed security from many persons and 
driven them into schizophrenia. 
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Brain Tumor Presenting as Convulsive Disorder 


ROBERT R. J. STROBOS, M.D., EBEN ALEXANDER, JR., M.D., and 
RICHARD L. MASLAND, M.D. 


The first symptom of a brain tumor is not 
infrequently the occurrence of epileptic seiz- 
ures. This holds true especially for tumors 
of certain regions of the brain. In a series 
of 62 patients with temporal lobe tumor, 20 
had seizures as the initial symptom.' When 
treating patients with convulsive disorders, 
therefore, one must be alert to the possibil- 
ity that a brain tumor is the cause. The in- 
dex of suspicion rises when the onset of seiz- 
ures occurs well in adult life, when the neu- 
rological examination shows abnormalities 
or when an electroencephalographic slow 
wave focus is present, particularly if there 
is an increase in neurological deficit or in the 
size of the electroencephalographic focus on 
subsequent examinations. 


These criteria are, however, by no means 
absolute. Many patients developing seiz- 
ures in mature life do not have tumors, not- 
ably in temporal lobe seizures.’ Positive neu- 
rological signs may be caused by organic 
lesions other than tumor and sometimes may 
even be found following seizures where no 
definite organic abnormality can be estab- 
lished. A slow wave focus in the electro- 
encephalogram does not necessarily indicate 
neoplasm and even an increase in signs or 
focus does not always prove the presence of 
a tumor. One may sometimes be misled in 
this respect due to the fact that the findings 
may depend on how soon after an overt seiz- 
ure the patient has been examined. A re- 
cent seizure may produce postictal manifes- 
tations that lead to an unwarranted assump- 
tion that there is an increase in neurological 
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signs or electroencephalographic slow wave 
focus. 

Using the above criteria, there are also 
patients in whom one has not suspected tu- 
mor and who yet do prove to have tumors. 
We have encountered this situation in a se- 
ries of 12 patients, who are the subject of 
this presentation. In the following discus- 
sion, an attempt is made to see whether any 
definite findings might have led to an earlier 
diagnosis of brain tumor. 


Two representative case histories are pre- 
sented: 


Patient I. B.B., a white male, born in 1921, suf- 
fered a head injury in 1940, which rendered him 
unconscious for half hour. Approximately one year 
jater he developed seizures. Initially these occurred 
as sudden episodes of blindness associated with a 
feeling of faintness. Thereafter he had attacks of 
sudden loss of consciousness without convulsive 
movements. Since 1943 he had attacks at night 
consisting of a nightmare followed by a generalized 
tonic-clonic convulsion, and since 1947 these con- 
vulsions also took place occasionally in the day 
time. He was started on anticonvulsant medica- 
tion and when first seen in 1955 he had had no 
major seizures for the past five years, but had minor 
spells with an average frequency of twice a week. 
These were preceded by a peculiar feeling in his 
head or hands, he then would stop talking and ex- 
hibit confusion and automatic behavior of which 
he had no recollection. The neurological examina- 
tion was normal, there was no family history of 
seizures. The electroencephalogram showed occa- 
sional spikes and occasional 3 to 4 per second activ- 
ity on the left side of the brain, and in the sleeping 
record there was an active spike focus sharply lim- 
ited to the left midtemporal region. 

For the next 1% years the patient was treated 
with several combinations of anticonvulsant medica- 
tions, but the seizures continued in a frequency of 
one to two a week. During this time the electro- 
encephalogram was repeated twice and showed an 
increasing amount of slow wave activity from the 
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left temporal region, still with an occasional left 
temporal spike during sleep. The neurological ex- 
amination remained normal. 

In 1957 the patient was admitted for elective 
left temporal lobectomy. A pneumoencephalogram 
showed shift of the ventricular system to the right 
with an abnormal collection of air in the region 
of the left temporal lobe, and connected with the 
ventricular system. The spinal fluid was under nor- 
mal pressure, but showed a total protein of 155 mg. 
per cent. Left-sided arteriography showed displace- 
ment of the left middle cerebral artery superiorly 
and of the left anterior cerebral artery to the right. 
Surgery disclosed a cystic mass in the left temporal 
lobe, which was partially removed and diagnosed as 
a cystic astrocytoma upon microscopic examination. 

The patient was followed postoperatively for one 
year. His seizures decreased in frequency to one 
a month, and his neurological status continued un- 
changed. There was no visual field defect. 

Patient II. L.L., a white female, born in 1926, 
started to suffer from minor seizures during her 
first pregnancy in 1945. In the seizures she had 
a mental picture of two Dutch dolls dancing down 
a road in front of her uncle’s home. The episode 
was associated with a peculiar tingling sensation 
through her body and a feeling of faintness. The 
seizures disappeared after delivery and she had no 
further complaints until after the birth of a sec- 
ond child in 1947. She then developed another type 
of seizure, in which she experienced a sense of un- 
reality associated with an unfamiliar, flat taste and 
an inability to speak. 

When first seen in 1949 the neurological examina- 
tion was normal, and the electroencephalogram was 
normal except for rather marked but symmetrical 
and generalized slowing on hyperventilation. Roent- 
genograms of the skull showed increased digital 
markings of the cranial vault. There was no his- 
tory of seizures in the family. The patient was 
advised hospitalization for further studies, but re- 
fused. 

Her spells continued, though with decreased fre- 
quency, while on anticonvulsant medication. In 1950 
she developed tinnitus in the right ear with some 
minimal loss of hearing on that side. A repeat 
electroencephalogram now showed an occasional 
spike and mild irregularity of the alpha rhythm in 
the right temporal region. Metrazol injection pro- 
duced a clinical seizure with multiple spike and 
slow wave activity over the right side of the brain, 
predominantly in the right temporal region, on the 
electroencephalographic tracing. 

In November 1950 she was admitted to the hos- 
pital, after having developed sudden transient epi- 
sodes of numbness and tingling on the right side 
of the face, neck an scalp. She also had been 
amenorrheic for four months. Neurologic examina- 
tion now revealed minimal blurring at the nasal 
margins of the optic discs. The remainder of the ex- 
amination was within normal limits. 

Right-sided art-riography and subsequent ven- 
triculography disclosed a large right frontal mass 
and upon surgery a large caseous tumor containing 
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a cyst was encountered, presenting on the surface 
near the orbital ridge. The tumor had replaced 
most of the right frontal lobe and protruded into 
the middle fossa, depressing the tip of the right 
temporal lobe. Complete removal was apparently 
obtained. Microscopic examination revealed an epi- 
dermoid tumor. 

The patient was followed for seven years post- 
operatively. The neurological examination returned 
to normal and she had no recurrence of seizures. 
She was able to discontinue all anticonvulsant med- 
ication. 


Discussion 

In our series of 12 patients, the onset of 
seizures was recorded at age 13, 15, 18, 18, 
20, 20, 23, 28, 31, 33, 33 and 34 years respec- 
tively. The time interval from the onset of 
seizures until a tumor was definitely sus- 
pected and proven varied from two to twelve 
years in 11 cases while in the twelfth case 
(Case No. I) tumor was diagnosed 16 years 
after onset of seizures as a surprise finding 
upon pneumoencephalography prior to elec- 
tive temporal lobectomy for temporal lobe 
seizures. The average interval was 614 years. 

Neurological Examinations: The neuro- 
logical examination remained within normal 
limits in eight patients for two to 16 years 
after onset of seizures (with an average of 
five years). In one patient there was slight 
blurring of the optic discs when examined 
12 years after onset of seizures, but this had 
been noted several years previously in an- 
other hospital where air studies were re- 
ported as showing bilateral cortical atrophy. 
In one patient, seen four years after onset 
of seizures, there was a slight increase in 
reflexes in the left arm, but he had had a 
normal air study elsewhere. In one patient 
there was minimal right lower facial weak- 
ness when first seen eight months after onset 
of seizures. Arteriogram and pneumoen- 
cephalogram were normal and no other signs 
developed during a follow up period of 114 
years, after which time the correct diagnosis 
was established by ventriculogram. In the 
last patient there was occasional postictal 
clumsiness of the left hand and increase in 
left arm reflexes three years after onset of 
seizures, 


Roentgenographic Contrast Studies: It is 
interesting to note that several patients had 
normal arteriograms and/or air studies, 
which had led to a false sense of security. 
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One had norma] air studies, one had a nor- 
mal arteriogram, and one had a normal air 
study and arteriography, respectively eight 
months, four years, and seven years after 
onset of seizures. One patient had air stud- 
ies seven years after onset of seizures, which 
were interpreted as showing bilateral corti- 
calatrophy. In one patient ventriculography 
one year after onset of seizures had shown a 
questionable minimal shift. Surgical explo- 
ration was carried out at that time and a 
small area of softening was found in one 
frontal lobe without manifestation of tumor. 
In another patient a pneumoencephalogram 
one year after onset of seizures showed a 
questionable shift of 7 mm. across the mid- 
line. There was a slight rotation, however, 
on the AP films, and as the form of the ven- 
tricles was normal, arteriography was per- 
formed, which was within normal] limits. 


Family History of Seizures and Other Pos- 
sible Etiologic Clues: In general there was 
no family history of seizures in these pa- 
tients but this was not universally true. One 
patient had a paternal aunt and a distant 
family member on the maternal side with 
seizures and the brother of another patient 
had suffered from seizures. In one patient 
seizures started one year after a head acci- 
dent with loss of consciousness for half an 
hour, in another seizures started two months 
after he had been involved in a car accident 
with head injury, but no loss of conscious- 
ness. One patient had suffered from a head 
injury with prolonged loss of consciousness 
16 years prior to onset of seizures. In two 
patients seizures started in relation to preg- 
nancy, in one eight days after the birth of 
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the third child and in the other during the 
first pregnancy. 

Electroencephalography: Electroencepha- 
lographic examination also usually failed to 
give a definite clue regarding the presence 
of a tumor.’ As a matter of fact, five pa- 
tients had normal electroencephalograms 
(respectively 2, 3, 3, 4 and 12 years after 
onset of seizures). Four patients showed a 
focal spike with some associated focal slow 
wave activity not distinguishable from “scar”’ 
foci (respectively 1, 3, 3 and 14 years after 
onset of seizures). Two patients had a sharp 
wave focus on the electroencephalogram (1, 
and 2 years after onset of seizures) and 
only one had definite focal slow wave activ- 
ity (4 years after onset of seizures). 


In three patients seizures were recorded 
(one spontaneously and two metrazol-in- 
duced) which accurately localized the focus 
of onset but in other ways were indistin- 
guishable from focal seizures recorded in pa- 
tients without brain tumor. 

Nine patients were followed with repeat 
electroencephalographic examination. Of the 
five patients with norma] tracings, two were 
given repeat electroencephalograms. One was 
still normal two years later and one had de- 
veloped focal slow and sharp wave activity 
o'% years later. Of the four patients with 
focal spike activity on the electroencephalo- 
gram, three had repeat tests. In two there 
was an increase in focal slow wave activity 
and a less well defined spike (Fig. 1), and 
the third remained the same. The two pa- 
tients with a sharp wave focus had repeat 
electroencephalograms, one of which had re- 
mained about the same 6!% years later. In 
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the other the focal abnormality remained 
the same, but there was increasingly more 
over-response to hyperventilation in the next 
year with development of symmetrical and 
generalized two to three per second slowing. | 
The one patient with focal slow wave ac- 
tivity showed marked increase in slowing 
and extent of the focus six years later. 
(Fig. 2.) 

Seizure Types: The type of seizures was 
as follows in the different patients: Four 
patients had focal motor and adversive seiz- 
ures occasionally followed by grand mal; 
three patients had psychomotor and grand 
mal seizures; two suffered from grand mal, 
psychomotor and focal sensory motor seiz- 
ures; one had grand mal and motor Jack- 
sonian seizures; one only psychomotor seiz- 
ures; and one had a definite cortical march 
starting with focal sensory seizure, progress- 
ing to a psychomotor episode which was oc- 
casionally followed by facial motor manifes- 
tations and finally grand mal. 

As such the seizures were not distinguish- 
able from seizures caused by focal pathology 
of non-neoplastic nature. An interesting 
phenomenon, however, was that eight pa- 
tients had a definite change in seizure pat- 
tern in the course of their illnesses. This, 
of course, is seen sometimes in cases with- 
out tumors and is due to the influence of an- 
ticonvulsant medication or fluctuations in- 
trinsic to the convulsive tendency, but it is 
rare to observe distinctly different seizure 
patterns at different times. In this series 
this phenomenon may well have been related 
to the growth of the tumor. Examples of 
this phenomenon can be found in the two 


case reports presented. To give another ex- 
ample: One patient originally suffered from 
grand mal seizures during sleep and one 
month later he developed spells in the day 
time of a few minutes’ duration in which 
his surroundings seemed strange and the 
speech of other people did not make sense. 
This was occasionally followed by a grand 
mal seizure. One year later other spells oc- 
curred in which he experienced a peculiar 
feeling in his head and then started to run 
around in circles which finally ended in a fall 
with unconsciousness but without convulsive 
movements. Five years after the onset he 
again developed another type seizure with 
tingling on the right side of the face and 
neck followed by confusion. Seven years 
after onset he still experienced this type of 
seizure which, however, was now preceded 
by pain in the right side of the face and ac- 
companied by drawing up of the right arm. 
Finally he had a typical motor Jacksonian 
seizure. 

Control of Seizures: It is also interesting 
that, though anti-convulsant medication in 
some instances decreased seizure frequency, 
not a single patient of this group was ever 
adequately controlled. 

Eight patients have been closely and reg- 
ularly followed since the onset of their ill- 
ness and many combinations of anticonvul- 
sant medications were tried. In three pa- 
tients, seizure frequency was reduced to 
half the original frequency, in two patients 
anticonvulsant treatment made no appreci- 
able difference, and in two patients seizures 
increased in frequency and severity despite 
medication. One patient was controlled for 
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ten months, but thereafter seizures recurred 
and became increasingly frequent, despite 
increase and change in anticonvulsant medi- 
cations, 

Four patients were seen only at prolonged 
intervals and the result of treatment was 
difficult to judge. It seemed that two were 
somewhat better, one remained about the 
same and one got worse while on anticonvul- 
sant medicines. 

Pathology: Finally, we would like to draw 
attention to the site and nature of the tu- 
mors. A preponderance of these tumors 
were present in the so-called silent areas of 
the brain—four in the frontal lobe (three 
on the right side and one on the left), two 
in the temporal lobe (both on the left), four 
in the parasagittal regions (two on the left 
and two on the right). The other two pa- 
tients were finally operated elsewhere and 
we do not have adequate data on the sur- 
gical and pathologic findings. According to 
seizure-types and_ electroencephalographic 
foci, they probably both had right temporal 
lobe tumors. 


As far as the pathology is concerned, these 
were in general slow-growing and relatively 
benign tumors, five being diagnosed as astro- 
cytomas, two as a mixed astrocytoma-oligo- 
dendroglioma, one as an oligdendroglioma, 
one as an epidermoid tumor and one as a 
meningioma. The nature of the tumors in 
the two cases operated elsewhere is un- 
known to us. 


Summary 


In treating patients with convulsive dis- 
order, it is often difficult in the early stages 
to be certain about the presence of brain 
tumor as the causative agent. However, brain 
tumor has to be seriously considered when 
the seizures start in adult life, when the neu- 
rological examination shows abnormalities 
or when an electroencephalographic slow 
wave focus is present. These findings, how- 
ever, do not render absolute proof for a diag- 
nosis of brain tumor. In the present article 
a series of twelve cases with convulsions is 
presented. These do not meet with all of the 
above criteria but yet were proved to have 
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brain tumors 2-16 years after the onset of 
seizures (with an average of 614 years). 
These patients were studied in an attempt 
to define other criteria which might raise the 
index of suspicion as to the presence of brain 
tumor as a Causative agent of the convulsive 
disorder. It was noted that in general these 
patients reacted poorly to anticonvulsant 
medication as regards seizure control. Not 
a single patient was ever completely con- 
trolled and several showed an increase in 
frequency and severity of seizures despite 
anticonvulsant medications. It was also in- 
teresting to note that a majority had a defi- 
nite change in seizure pattern during the 
course of their illness, and occasionally three 
or four different types of seizures superseded 
each other. Repeat electroencephalographic 
examinations were sometimes helpful in that 
normal electroencephalograms might change 
subsequently and show focal abnormalities 
or an initial spike focus be increasingly re- 
placed by focal slow wave activity. In this 
set of circumstances, then, the clinician 
should be alert to the possible presence of a 
brain tumor. However, a study of this group 
revealed that no clear cut and definite cri- 
teria can be established and one always has 
to keep in mind the possibility of a brain 
tumor when following a patient with a con- 
vulsive disorder, unless another etiology can 
be definitely established. 

A sense of false security may be obtained 
by repeated normal neurologic examinations, 
by normal roentgenographic contrast studies 
and sometimes by clues in the history indi- 
cating the occurrence of seizures in the fam- 
ily or the presence of previous head injury. 
It is also noteworthy that in half of our 
cases the convulsive disorder started before 
the age of 21 years. 
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Sleep Treatment in Mental Disorders 


Results of Four Years of Trial 


H. AZIMA, M.D. 


In a previous communication’ results of 
preliminary cbservations on sleep therapy 
were reported. The technique involved the 
use of chlorpromazine and three different 
time reacting barbiturates. It was found to 
be useful as a therapeutic and research tool 
in mental disorders. Since that report sev- 
eral papers have appeared in European and 
South American literature on the subject,*-'” 
emphasizing in particular the role of new 
phrenotropic substances, but there has not 
been much in the American literature on 
this problem. The present paper is a report 
of a study which has reached its fourth year 
of trial and proposes to present the results 
of prolonged sleep treatment and its modi- 
fications in mental syndromes. In addition 
certain theoretical problems will be dis- 
cussed. 

Material and Method 


1. Subjects: 114 patients suffering from 
varieties of mental syndromes underwent 
prolonged sleep treatment. All but 8 had re- 
mained refractory to other kinds of ther- 
apy, and the sleep treatment was considered 
as a last resort. They formed two groups: 
1st group consisting of 66 patients who re- 
ceived sleep treatment alone, and the 2nd 
group consisting of 48 patients who received 
electric shock while undergong sleep treat- 
ment. The reason for the addition of elec- 
tric shock to sleep was twofold: the refrac- 
tory nature of patients’ disorder, which was 
mostly either schizophrenia or manic-depres- 
sive state, usually with many previous re- 
lapses; and the explicit aim of producing a 
rapid regression and disorganization. 

All patients prior to sleep treatment un- 
derwent complete biochemical and EEG in- 
vestigations. The first 25 patients received 
once weekly liver function tests (cholesterol, 
serum bilirubin and cephaline cholesterol) 
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and twice weekly alkaline phosphatase de- 
terminations. The latter test alone was 
done twice weekly in the remaining patients 
because previous studies’ had demonstrated 
the relative good prognostic value of this 
test in hepatic dysfunction during chlor- 
promazine therapy.'* Ten patients were 
tested psychologically (abbpreviated Wechs- 
ler, Figure Drawings and Rorschach) before 
the treatment and 4 months after. 


2. Medication. The production of a state 
of sleep as near to normal physiological level 
as possible, lasting for 20-22 hours a day 
was paitially realized through the adminis- 
tration of 3 different time reacting barbitu- 
rates in addition to chlorpromazine or prom- 
azine, and occasionally phenergan, The bar- 
biturates consisted of a short acting (Seco- 
nal), moderate acting (Nembutal), and a 
long acting one (sodium amytal or Veronal). 
With the expectation that a certain plateau 
of sleep would be produced, chlorpromazine 
was used in about 50% of the patients, and 
promazine in about 40%, and those in whom 
evidence of liver dysfunction developed under 
chlorpromazine. The purpose of adding these 
phrenotropic substances was their barbitu- 
rate potentiating effect and their demon- 
strated action on mental disorders.'*:° Phen- 
ergan was used in about 10% of cases mainly 
as a potentiator of other medications. The 
basic formula consisted of: 


Seconal 
Nembutal 
Sodium amytal 
Chlorpromazine 


100 mgm 
100 mgm 
150 mgm (or Veronal) 
50 mgm (or promazine 100 mgm) 


The duration of sleep treatment ranged 
from 18 to 60 days with an average of 25 
days. Experience revealed that 15-20 days 
of sleep was an optimum time. 


3. Nursing Care and Adjustment of Drug 
Dosage. Two situations existed and were as 
follows: (1) individual sleep treatment, 
where the patient was treated in a private 
room; and (2) collective sleep therapy where 
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from 4 to 8 patients were treated in one 
room called sleep room or ward. The staff 
of the sleep room consisted of 2 psychia- 
trists, 3 nurses and 2 nurses aides. 


The two techniques applied consisted of: 
(1) a triple waking technique, the patient 
being awakened three times a day, at 8 a.m., 
2 p.m., and 8 p.m.; and (2) a double waking 
technique: the patient being awakened twice 
daily, at 8 a.m. and 8 p.m. These methods 
were used according to the degree of the 
patient’s tolerance, and the smoothness of 
sleep. Experience showed that the first tech- 
nique was safer and less stressful. During 
the waking hour temperature, pulse, blood 
pressure and respiration were recorded be- 
fore the patient was moved out of bed to be 
cleansed, fed and toileted. Then he was en- 
couraged to eat anything he wished, sitting 
on a chair. Solid food would usually be 
taken in the first week, and from then on 
semi-solid foods. The minimum amount of 
caloric intake was put at 1,500, and the min- 
imum amount of fluid intake at 2,000 ml 
daily; the latter was modified according to 
the output. In addition patients received vi- 
tamins parenterally. The nursing care be- 
tween waking periods consisted of changing 
the position of the patients every two hours 
and administration of a mixture of oxygen- 
carben dioxide if the respiration became 
Shallow. To facilitate the excretory func- 
tions milk of magnesia was given routinely 
every other day, and colonic irrigation if no 
elimination had occurred in two days. Urine 
was catheterized if no elimination had oc- 
curred within 12 hours. Five units of reg- 
ular insulin were given half an hour prior 
to each meal to increase appetite. 


The basic medication formula could be ad- 
justed easily in the first few days according 
to the degree of wakefulness. In order to 
standardize the situation, the degree of 
wakefulness was divided into four grades in 
relation to stimuli which were utilized sys- 
tematically in the following order: light 


(opening door, flashing light on patient), 
sound (non-verbal, verbal); touch, move- 
ment (part, and whole body) ; and pain. Ac- 
cording to the responses to these stimuli the 
following qualitative four grades of wake- 
fulness were adopted: 
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4—Patient wakes up, opens his eyes, talks freely, 
moves in and out of bed relatively unaccompa- 
nied, and eats alone. 

3—Patient wakes up, opens his eyes, talks with dif- 
ficulty, moves in and out of bed with difficulty, 
has to be fed and accompanied. 

2—Patient wakes up, opens his eyes, talks with dif- 
ficulty, can move in bed but not out of bed, and 
has to be fed. 

1—Patient wakes up, opens his eyes, mumbles and 
moves in bed. 

*—_Patient wakes up, does not open his eyes, does 
not talk and except for few movements indicat- 
ing his waking up, does not move. 


These grades were used by the nurses and 
the medications could be adjusted accord- 
ingiy. Doubling the dose of two barbitu- 
rates usually was enough to change the de 
gree of wakefulness about one grade. In 
cases of restlessness, particularly at night, 
an intramuscular injection of 50 mgm. chlor- 
promazine, or 100 mgm. promazine would 
carry the patient over till the next medica- 
tion. It should be noted that the amount of 
medication required, and the smoothness of 
the sleep was largely dependent upon the 
willingness of the patient to accept the treat- 
ment. For this reason all patients were in- 
terviewed at length prior to the treatment, 
the procedure explained and consent ob- 
tained. In some resistant patients it was 
found that administration of Seconal, 100 
mgm. ten minutes prior to intake of the rest 
of medication, during the meal, was suffi- 
cient to provoke a degree of drowsiness and 
cooperativeness so that other drugs would 
be taken with little resistance. 

In the group of patients who received 
sleep plus electric shock the latter treat- 
ment was administered in the morning dur- 
ing the first nursing period, before the first 
meal, in routine manner with little or no ad- 
ditional sedation. The rate of administra 
tion was usually three times a week, except 
in those for whom a rapid regression was 
planned. In these cases electric shock was 
administered daily. 


4. Criteria of Improvement. These con- 
sisted of 4 items: Adaptation to ward; sub- 
jective comfort; ability to go home; ability 
to resume work. The patient was categor- 
ized as slightly, moderately, or markedly im- 
proved, according to whether he has shown 
an increase in 2, 3 or 4 criteria. 
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Results 


A. Short Term. 


The following two tables give the overall 
results of the sleep treatment alone and with 
electric shock, within 2-4 months after the 
cessation of treatment. The long term fol- 
low up results will be discussed separately. 


1. Sleep Treatment Alone. This group 
consisted of 23 schizophrenic, 14 manic-de- 
pressive, and 29 neurotic patients. 

Of 23 mostly recurrent schizophrenics, 4 
showed marked improvement, and 12 mod- 
erate improvement according to the criteria 
described above. In 2 cases where complete 
psychological tests were repeated 4 months 
after the patients’ discharge from the hos- 
pital, the underlying schizophrenic structure 
appeared unchanged. The existent altera- 
tions were an increase in the strength of 
some defenses. Our previous impression 
about the better responsivity of cases with 
preponderance of affective symptomatology’ 
was relatively corroborated in the present 
series. The observation is in correspondence 
w:th Russian authors’ opinion.*® 

Of 14 manic-depressive patients’ 6 showed 
marked and 4 moderate improvement. The 
manic or agitated patients were the most 
responsive. It should be noted that these 
patients were those who could not be man- 
aged with chlorpromazine or promazine 
alone. Two agitated depressed patients who 
responded well to sleep, relapsed a few days 
after and had to be put on electric shock 
therapy. This experience led us to combine 
electric shock with sleep in manic or agi- 
tated patients, who showed the return of 
symptoms when the level of sleep was light- 
ened after the second week of therapy. In 
several cases manic-depressive cycles could 
be observed while patients were in sleep. The 
appearance of a depressive state in an ini- 
tially manic patient was taken as an indica- 
tion for the addition of electric shock ther- 
apy. 

Of 29 neurotics, the favorable response 
was observed mainly among mixed psycho- 
neuroses (4 marked and 4 moderate improve- 
ment), and anxiety hysterias (2 marked and 
1 moderate improvement). The majority 
of these patients developed marked feelings 
and behavior of dependency after the sleep, 
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most of whom responded to supportive psy- 
chotherapy, and one could resume his psy- 
choanalysis. 


&. Sleep Treatment With Electric Shock. 
There were 49 patients in this group. They 
had rece:ved almost all other forms of treat- 
ment, a majority of them were recurrent 
cases, and their prognosis was judged poor 
at the onset. 

Of 15 schizophrenics, one showed marked 
and 6 moderate improvement, mainly in 
form of better home and social adjustment, 
the schizophrenic structure remaining un- 
changed. All these patients depended for 
the maintenance of their improvement on 
the follow-up psychotherapy. 

Of 16 manic-depressive patients, 7 showed 
marked and 7 moderate improvement. It 
was evident that this group formed the ma- 
jor indication of combined sleep and electric 
shock therapy. 

Of 18 neurotic states, 16 of whom were 
mixed psychoneuroses, only 5 showed mod- 
erate improvement. As expected character 
neuroses did not respond. 

It should be noted that in combined elec- 
tric shock and sleep considerable confusion 
will set in quite early—much earlier than 
with electric shock alone—and will last until 
about 3 weeks after the cessation of treat- 
ment. 


B. Long Term Follow-Up 


In both groups, particularly group 1 (sleep 
alone) the immediate outcome of therapy 
and its maintenance in the post-hospitaliza- 
tion period (1-4 months) appeared to be re- 
lated to (1) pre-sleep therapeutic formula- 
tion; (2) the appearance of deep regression 
during the sleep; and (3) post-sleep reha- 
b'litation program. 

If no therapeutic formulation was at- 
tempted prior to sleep, and the patient was 
put, or dumped into the sleep because of the 
hopelessness of the situation and the despair 
of the therapist, the outcome in most cases 
was unsatisfactory. This was related closely 
to the fact that for such patients no post- 
sleep rehabilitation program would be de- 
vised. In this connection the important 
problem appeared to be the integration of 
dependency and emergent regressive needs 
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into a psychotherapeutically meaningful pro- 
gram. 

Out of 38 markedly to moderately im- 
proved cases in the sleep alone group, 13 pa- 





TABLE I 
Results of Sleep Treatment 
IMPROVEMENT 
= = Ce 
Diagnosis o s SC os & 
— . © 8 & 
1. Schizophrenic 
1 Te 16 3 7 6 
Acute Agitated .............. 2 1 1 
Bepephrenic ...............0.... 5 1 
23 
2. Manic Depressive 
Depressive, Agitated .... 7 4 2 2 


_ 
-_ 
_ 
— 


Non-agitated 


QO 
_ 
_ 


___ 2) Reece entrees ee 
14 
3. Neurotic States 
Obsessive-compulsive ...... 7 1 1 5 
LSS [Se are 15 4 a @ 5 
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TABLE II 
Results of Combined Sleep and 
EST Treatment 
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n 
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Z = An @Z 
1. Schizophrenic States 
Tt ee ee a ee 8 1 4 3 
Acute Agitated ................ 2 2 
Hebephrenic ...................... 5 2 3 
15 
2. Manic Depressive States 
SDRNOAW OS oo.c0oo25scciccacconase ene 8 3 4 1 
aR PNU NR cos ctn os pk sac aussie jel 2 2 
WMPNMR EE oc, chs css :Bspususceoseoensstees 3 2 1 
16 
3. Neurotic States 
ES ee Sen ne eee 16 5 4 f 
Cc. See 2 4 
18 
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tients could be followed from 2 to 4 years, 
and 8 from 1 to 2 years (Table III). Of 
these, 3 neurotic patients have remained 
well after 4 years, two of whom have been 
receiving infrequent supportive psychother- 
apy. One anxiety hysteric is well after 2 
years; one after one year. Six patients re- 
lapsed after one year, and one _ patient 
showed gradually increasing improvement. 

One schizophrenic patient remained symp- 
tom free for 3 years, with no therapeutic 
contact except follow up letters. She re- 
lapsed after a very stressful social situation, 
and again responded to sleep and has re- 
mained well for about a year. Three other 
schizophrenics have maintained their social 
recovery after 2 years; 2 relapsed after one 
year; and one has shown increasing im- 
provement and remained well for one year. 

Of 3 manic-depressive patients, one has 
remained well for one year, and 2 others 
have relapsed within a year. 

Out of 25 markedly to moderately im- 
proved patients in sleep plus EST group, 14 
could be followed for a period of one year 
(Table III). Of these, one mixed psychoneu- 
rosis has shown increasing improvement; 5 
manic-depressives have maintained their im- 





TABLE III 
Long Term Follow Up Results 
a, 
Ses 
. - oo 
Diagnosis : Se IMPROVEMENT 
SCHIZOPHRENIC STATES 
Sleep alone 1 «= Relapse after 3 years 
2 2 Continues 
2 2 _ Relapse after 1 year 
: ee Continues, increasing 
Sleep with EST 3 1 Continues 
o | & Relapse after 1 year 
MANIC DEPRESSIVE STATES 
Sleep alone a 2 Continues 
2 «2 Relapse after 1 year 
Sleep with EST 5 1 Continues 
2 «4 Relapse after 1 year 
NEUROTIC STATES 
Sleep alone 3 4 Continues 
1 2 _ Continues 
1 2 Continues 
1 1 Continues, increasing 
6 1 Relapse after 1 year 
Sleep with EST 1 1 _ Continues, increasing 
TOTAL 35 
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provement, and 2 have relapsed; 3 schizo- 
phrenics have maintained their recovery, 
and 3 have relapsed. 


Modification of Sleep Treatment 


Certain modifications of sleep treat- 
ment appeared necessary due to the fact that 
the results of the therapy were, on many 
occasions, either unpredictable or inade- 
quate. Although many patients in sleep 
alone showed considerable recovery, the 
course in others indicated that regression 
had a certain positive relationship to the 
outcome. It seemed that those cases who 
regressed to anal and oral levels of behavior 
and experience showed a greater tendency to 
progression. Theoretical aspects of this 
problem will be discussed later. This obser- 
vation and the previous studies on the area 
of regression-progression (disorganization- 
reorganization) '*:'* led to the conclusion that 
perhaps fostering the regression, already in 
action during sleep, psychotherapeutically 
or by other means would be useful. Hence 
two methods of inducing deeper regression 
were envisaged: anaclitic therapy and EST 
disorganization. . 


1, Anaclitic Therapy Induced by Drugs. A 
detailed account of this procedure was re- 
ported elsewhere.'’ Briefly it consists in 
keeping the patient in a prolonged light 
sleep, by using higher doses of chlorproma- 
zine or promazine and lower doses of bar- 
biturates, and allowing him to regress 
through production of a state of relatively 
complete dependence, similar to or symboli- 
cally perceivable as the mother-child situa- 
tion. This was realized by intensive thrice 
daily interviews, averaging 1%-2 hours each, 
with the therapist engaging the patient in 
intensive psychotherapy, while feeding him. 
Emphasis was placed upon free association, 
analysis of dreams and phantasies. During 
absence of the therapist a nurse was pres- 
ent in the room at all times, providing the 
needs of the patient. 

Due to the great amount of time and ef- 
fort involved in the anaclitic setting, only 4 
cases have been treated in this way: 2 neu- 
rotic anxiety states, one phobic case, and 
one psychotic depression. Except for one 
anxiety neurotic the other three patients 
showed marked improvement. The failure 
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in the one unimproved case could be attrib- 
uted to the resistance to regression. This 
patient who was seen one hour twice a day, 
and spoon fed only once a day, did not show 
signs of deep regression, e.g. incontinence, 
confusion, and remained awake most of the 
time. He had a male attendant. 

2. Regression Produced by Combined EST 
and Sleep. This was discussed in main out- 
line in the previous sections. 

3. Sleep Group Therapy. This was carried 
out in order to decrease the amount of nurs- 
ing care. To increase the efficiency a sleep 
ward was set up where 4 to 8 patients could 
be treated simultaneously. The innovation 
introduced into this setting was what could 
be called sleep group therapy. For this pur- 
pose during the morning waking period all 
patients were gathered around one dining 
table, and while eating, were encouraged to 
verbalize their problems, and speak particu- 
larly about their experiences during the 
sleep. The great difficulty for such a setting 
was the initiation of a group feeling and 
group formation, mainly due to the differ- 
ences in waking states of patients, Although 
our experience has been limited and frag- 
mentary in this regard, the immediate use- 
fulness of such a group seems to be the sup- 
portive role which it may have in decreasing 
anxieties about sleep and thus a decrease in 
the amount of medication and an increase in 
the smoothness of the procedure. 


Complications 


In general, complications were minimal 
and amenable to correction without lengthy 
interruption of sleep. They consisted of 
sudden rise in temperature to 103-104°, and 
then a sudden fall to normal limits within 12 
hours in 4% of patients; maculo-popular 
rash in 7% of cases; Parkinson-like syn- 
drome in 5% of the chlorpromazine patients 
treated but none in the promazine cases; 
a mild peripheral radial paralysis of the left 
hand in one case which disappeared within 
a month. Four cases developed broncho- 
pneumonia between the first and the third 
week, for which the sleep was discontinued 
for about 5 days to allow the recovery under 
antibiotics, and resumed again with mainte- 
nance doses of antibiotics. Three cases de- 
veloped post-sleep convulsive seizures, one of 
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whom was a known epileptic. Alterations 
of liver function tests in form of rise in alka- 
line phosphatase appeared in 24% of cases 
treated with chlorpromazine. The sleep was 
continued while chlorpromazine was changed 
to promazine with no difficulty. 


Indications for Sleep Treatment 


As yet a definitive series of indications 
cannot be outlined for sleep treatment. In 
our experience this was due, at least in part, 
to the nature of patients treated, the major- 
ity of them being refractory and apparently 
hopeless cases. Some Russian and French 
authors*’*' etc. give psychosomatic and neu- 
rotic disorders as the major indications of 
sleep treatment. Having treated no psycho- 
somatic cases, we cannot pass an opinion on 
this aspect. In schizophrenic states Ey’s re- 
sults have been unsatisfactory,'* while Clapp 
and Loomis and Smolenski (cited by Wortis) 
found better results. 

From present observations the major indi- 
cations for sleep treatment can tentatively 
be given as follows: manic states, agitated 
depressions, acute schizophrenic states, agi- 
tated paranoid states, mixed psychoneuroses 
and anxiety hysterias. In the psychotic 
states mentioned sleep treatment should be 
instituted after a failure with phrenotropic 
substances. In mixed psychoneuroses and 
anxiety hysterias the treatment of choice 
seems to be anaclitic therapy by a modified 
form of sleep therapy as described. It is 
possible that to produce definitive changes 
in personality structure the anaclitic set- 
ting is the situation of choice in the major- 
ity of cases, psychotics or neurotics. How- 
ever, further studies are necessary to bear 
out the validity of such an assumption. 


Discussion and Theoretical Considerations 


Until now theoretical considerations about 
sleep treatment have been mainly physiologi- 
cal,**-°° some of which were discussed in a 
previous report.’ They seem to be based 
mainly upon the hypothesis of psychoso- 
matic restitution, cortico-subcortical rear- 
rangement or rest. This conception is not 


very different from what Celsus de Medicina 
had proposed in antiquity.*® Pavlovian con- 
cept of “protective inhibition” of the cortex 
during sleep and subsequent restitution of 
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cortico-subcortical connections, which is the 
basis for utilization of sleep treatment as the 
major form of therapy of mental disorders 
in Russia, has similar implications. 

It is evident that like all matters pertain- 
ing to the mind, physiological considerations 
alone are inadequate to explain sequences 
of existential events, and they form only one 
chain in the sequence of “physiological proc- 
ess-total organism-psychological process.’’* 
What we have observed in sleep treatment 
indicates that sleep as such is not always 
beneficial; that the psychological restitution 
occurs unpredictably in many cases; that the 
patient’s experiences during the sleep are of 
paramount importance, this in particular in 
relation to the depth of regression. However, 
psychological hypotheses alone seem to be 
inadequate for the explanation of the events 
during the sleep treatment. Psychological 
considerations form only one chain in the 
sequence of “psychological process-total or- 
ganism-physiological process.” Psychologi- 
cal theories of sleep under the gradual em- 
phasis that Freud put upon the ego have 
been considering the defensive role of 
sleep.**?°°° It is apparent, however, that in 
sleep disturbances the problem resides in 
conflicts within different psychic agencies in 
function, while here, in prolonged sleep, the 
state of sleep is pharmacologically induced 
and is enforced upon the organism beyond 
and in spite of internal conflicts; the organ- 
ism has no choice. This and the observation 
that regression during the sleep and an ap- 
parent increase in ego strength after the 
sleep were the sole variables which were seen 
in improved cases seem to lead to certain 
inferences making possible the assumption 
that the therapeutic value of prolonged sleep 
was due to two interrelated phenomena con- 
ceptualized as: (1) a split in ego system; 
and (2) a regression beyond the fixation po- 
sitions resulting in a rebound process of re- 
organization. It should be emphasized that 
the following inferences are taken to be use- 
ful especially in patients who received sleep 
alone. 

Due to the imposition of sleep on the or- 
ganism by pharmacological means, it is nec- 
essary to take as a starting point for ex- 
planation the first sequence of “physio- 
logical process-total organism-psychological 
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process,” and end with the last sequence. The 
role of central reticular activating system in 
the states of wakefulness, arousal and sleep 
has been generally accepted. It is consistent, 
then, to begin the inferences at this level. It 
appears that the activity of this system is 
responsible for what can be called “atten- 
tive prehension” of the internal and external 
events.’' Put otherwise, it can be said that 
through the diffuse influence of this system 
the organism is placed in a state of effective 
or active ‘“‘presence in the world’’.*' Kubie“’ 
and Azima, et al.*’ have postulated that to 
comprehend the psychophysiology of certain 
mental events it is conceivable to maintain 
that some functional neuronal systems are 
concomitant and underlie some unconscious 
processes, and may be represented theoreti- 
cally as composed of some self-sustaining, 
self-repetitive, self-energizing neuronal sets 
beyond the active phase of other neuronal 
patterns. It appears logically consistent to 
maintain that the establishment of a rela- 
tionship between these self-sustaining sys- 
tems and the non-specific reticular system 
puts the organism in a state of attentive and 
effective prehension of the events repre- 
sented subliminally before, and provokes 
what can be designated as emergence of un- 
conscious processes into consciousness, and 
integration with other functional neuronal 
sets. This coming into relationship which 
is compresent with the release of uncon- 
scious neuronal equivalents into conscious 
neuronal equivalents seems, logically, com- 
prehensible as the process of regression. The 
evidence for regression was apparent in al- 
most all cases within 2 weeks from the on- 
set of sleep treatment (verbally and beha- 
viorally). However, in 12 cases this regres- 
sion was massive, characterized by the re- 
lease of anal and oral tendencies, e.g. one 
patient who was on anaclitic therapy was 
experienc:ng a hallucinatory existence full 
of breasts and milk, It is felt that regres- 
sion as such cannot explain the recovery, and 
certain additional conceptualizations are nec- 
essary for this purpose. Two such concep- 


tualizations may be given: (1) It was said . 


at the beginning that pharmacologically pro- 
duced sleep is imposed upon the organism 
beyond and in spite of its internal conflicts. 
If we consider what we said about the rela- 


tion of reticular system to unconscious and 
conscious processes, and if, in addition, we 
consider that voluntary effort is necessary 
for normal sleep, and that the ego interferes 
in induction and maintenance of sleep, it fol- 
lows that in pharmacologically induced sleep 
we are dispensing with the services of the 
ego, and we are not allowing the organism to 
utilize the available energy of this aspect of 
the psyche. We are producing a state of 
sleep where the ego is more or less not in- 
volved, its defenses are not used, and its 
substantial] structure is inhibited and put at 
rest for a while. This relative inactivation 
of the ego system may help to explain why 
the release of unconscious impulses do not 
lead to psychoses in awakening, but to a 
relative ego strength, hence some underly- 
ing conflicts have been reorganized and abre- 
acted and no longer necessitate the main- 
tenance of some pathological defenses. Post- 
sleep psychological tests seemed to confirm 
this assumption in some cases. 

This hypothesis can be termed the ego- 
splitting action of sleep treatment. (2) The 
other related hypothesis is that a planned 
disorganization may lead to a rebound proc- 
ess of reorganization. It is felt that in psy- 
chopathological states if a temporary regres- 
sion in some aspects of body scheme (in 
Scott’s sense of the term**) can be induced 
beyond the psychobiological positions where 
the organism had been initially frustrated 
and subsequently fixated, and if a reparation 
and a gratification of these frustrations can 
be instituted, the fixation positions may be 
abandoned and an ego-reorganization and 
progression may ensue. This hypothesis was 
found to be useful in previous experiments 
on the problem of isolation and schizophre- 
nias.'*'* In the present situation it is felt 
that pharmacologically induced sleep facili- 
tates regression, and if gratification of basic 
needs can be realized in a psychotherapeuti- 
cally meaningful fashion, then there may be 
a great possibility of a progression move- 
ment. It was for this reason, perhaps, that 
patients treated anaclitically showed greater 
and more stable improvement. 

Evidently there are many objections and 
inadequacies to the above conceptualiza- 
tions; however, they may be useful in ren- 
dering comprehensible some aspects of pro- 
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longed sleep treatment and the need for fur- 
ther study in this area. 


Author’s Note: Chlorpromazine (Largactil) and 
Promazine (Sparine) used in this study were kindly 
supplied by Poulenc of Canada and John Wyeth & 
Bros. respectively. 


BIBLIOGRAPHY 


1. Azima, H.: Prolonged sleep treatment in men- 
tal disorder. Some new psychopharmacological 
considerations. J. Ment. Sc., 101:593-603, 1955. 

2. Laboucarie, J., and Combes, P.: Valeur et limi- 
tes des cures de sommeil en psychiatrie. Tou- 
louse Médical, No. 3, 1954, p. 221-232 (Ab. Ann. 
Medico-Psychol., 113:957, 1955). 

3. Emboba, O.: Nouvelle technique du traitment 
psychiatrique par l’application de la convulso- 
thérapie pendant le sommeil neuroplégique. Re- 
sultats préliminaires. Presse Médicale, 2 Fev. 
1955. 

4. Fouks, L., Laine, E., Pagot, Francois, P., and 
Mlle Cheminée: Résultats de la cure de som- 
meil réalisée avec les nouveaux tranquillisants 
dans les états depressifs. Ann. Medico-Psychol., 
114: Vol. 2, 146-150, 1956. 

5. Divry, P., Bobon, J., and Collard, J.: Considera- 
tions sur les cures de sommeils potentialisées 
et les cures narcoléptiques. Ann. Medico-Psy- 
chol., 114, Vol. 2, 487, 1956. 

6. Trelles, J. D., and Saavedra, A.: Cura de sueno 
con largactil en el tratamiento de algunos desor- 
denes mentale. Rev. de neuro-psiquiat., 17:125- 
161, 1954. (Ab. Ann. Medico-Psychol., 114, Vol. 
2, p. 151, 1956. 

7. Silva, L. M. da, Zusman, W., and Portella, E.: 
Tecnicas de sono prolongado en psyquiatria. 
J. Brasiliero de Psyqu., 3:166-182, 1954. (Ab. 
Ann. Medico-Psychol., 114, Vol. 2, 120, 1956.) 

8. Deschamps, A.: Quelques résultats des cures de 
sommeil en hopital psychiatrique. Colloque inter- 
nationale sur la chlorpromazine et les medica- 
ments neuroleptiques en therapeutique psychia- 
trique. Paris, Oct. 1955. Encephale (special 
number), Vol. 45, No. 4, 112-115, 1956. 

9. Angel, P.: Cures de sommeil et Largactil. Ibid., 
pp. 116-120. 

10. Bobon, J.: Chlorpromazine et cure de sommeil. 
Ibid., 121-127. 

11. Delay, J., Deniker, P., and Pauwels, R.: Cures 
de sommeil et cures neuroleptiques en psychia- 
trie. Ibid., pp. 136-139. 

12. Ey, H., and Faure, H.: Sleep therapy and the 
use of chlorpromazine. Internat. Record Med., 
170:1-10, 1957. 

13. Azima, H., and Ogle, N.: Effects of Largactil 
in mental syndromes. Canad. Med. Assn. J., 71: 

-~ 110-121, 1954. 

14. Stacey, C. H., Azima, H., Huestis, D. N., How- 


16. 


ag. 


18. 


19. 


20. 


21. 


22. 


23. 


24. 


25. 


26. 


27. 


28. 


29. 


30. 


31. 


32. 


33. 


lett, J. G., and Hoffmann, M. M.: Jaundice oc- 
curring during the administration of chlorprom- 
azine. Can. Med. Assn. J., 73:386-392, 1955. 


. Azima, H., and Durost, H.: Effects of Proma- 


zine in mental syndromes. Can. Med. Assn. J., 
76 :442-446, 1957. 

Wortis, J.: Soviet Psychiatry, 1950, pp. 161-165. 
Williams and Wilkins Co. 

Azima, H., and Wittkower, E. D.: Gratification 
of basic needs in treatment of schizophrenics. 
Psychiatry, 19:121-129, 1956. 

Azima, H., and Chamer, Fern J.: The effects of 
partial perceptual isolation in mentally dis- 
turbed individuals. Dis. Nerv. Syst., 17:3-8, 1956. 
Azima, H., and Wittkower, E. D.: Anaclitic ther- 
apy induced by drugs. Psychoanal. Quart. 
Davidenkov: Therapeutique par le sommeil ar- 
tificiel prolongé. Med. et Hygiene, 9:204-209, 
1951. 

Angel, J. M.: La therapeutique par le sommeil. 
Masson & Cie, Paris 1953. 

Clapp, J. S., and Loomis, E. A.: Continuous 
sleep treatment. Am. J. Psychiat., 106:821-829, 
1950. 

Muller, M.: Die Dauernarkose mit flussigem 
Dial bei Psychosen, speziell bei manisch-depres- 
siven Irresein. Zeitschr. f. d. ges. Neurol. u. Psy- 
chiat., 107 :522-542, 1927. 

Monnier, M.: Die Dauerschlafbehandlungen des 
Schizophrenienen mit der Narkosenmischung 
von Cloetta an der Psychiatrischen Klinik Burg- 
holzli-Zurich. Nervenarzt, 1936, 9:14-29. 

Hess, W. R.: Uber die Wechselbeziehungen 
zwischen psychiatrischen und vegetativen Funk- 
tionen. Schweiz. Arch. fiir Neurol. u. Psychiat., 
1924, 15:260-377. 

Palmer, H. A.: The value of continuous narco- 
sis in the treatment of mental disorders. J. ment. 
Sci., 1937, 83:636-678. 

Angyal, A.: Foundations for a Science of Per- 
sonality. 1941, New York: Commonwealth Fund. 
Furrer, J.: Unsere Erfahrungen mit den Som- 
nifendauernarkosen bei Psychosen. Schweiz. 
med. Wochensch., 1924, 54:275-280. 

Simmel, E.: Neurotic disturbances of sleep. Int. 
J. Psychoanal., 1942, 23:65-68. 

Scott, W. C. M.: Patients who sleep or look at 
the psychoanalyst during treatment—technical 
considerations. Int. J. Psychoamal., 1952, 33: 
465-469. 

Azima, H., Cramer, Fern, J., and Faure, H.: 
Systeme reticule activateur central: son role en 
psychopathologie. Evol. Psychiat., 1955, 121-145. 
Kubie, L.: Some implications for psychoanaly- 
sis of modern concepts of the organization of 
the brain. Psychoanal. Quart., 1953, 22:21-68. 
Scott, W. C. M.: Some embrydological, neurolog- 
ical, psychiatric and psychoanalytic implications 
of the body scheme. Int. J. Psychoanal., 29:141- 
155, 1948. 











1958 DISEASES OF THE NERVOUS SYSTEM 531 


Evaluation of Prochlorperazine and a Prochlorperazine- 


Chlorpromazine Combination in Disturbed Patients 


Roy C. NoBLE, M.D., and CHARLES W. CASTNER, M.D. 


In studies carried out on psychotic pa- 
tients, Goldman and Freyhan'‘~* noted a posi- 
tive correlation between the clinical efficacy 
of potent neuroleptic drugs and their ten- 
dency to produce extrapyramidal signs. Es- 
pecially with certain phenothiazine deriva- 
tives, extrapyramidal signs apparently often 
herald the onset of clinical changes. 


Laboratory tests have shown that pro- 
chlorperazine is more potent than chlor- 
promazine in blocking the conditioned escape 
response in rats,‘ an index of clinical neuro- 
leptic potency. Clinical evaluations, bearing 
out these laboratory findings, have shown 
that prochlorperazine is an effective neuro- 
leptic agent but is more apt than chlorprom- 
azine to produce extrapyramidal signs.* 
These reports encourage us to select pro- 
chlorperazine for a clinical trial at the Rusk 
State Hospital. 


Method 


Acutely and chronically disturbed patients 
were selected for this study. In addition to 
67 psychotic criminal patients (with diag- 
noses of schizophrenic reaction, manic-de- 
pressive psychosis, chronic brain syndrome, 
involutional psychotic reaction, and mental 
deficiency with psychotic reaction) commit- 
ted to the maximum security unit, there were 
from other wards 98 schizophrenic patients 
—some actively delusional and hallucinatory 
—and 32 patients with other psychoses, psy- 
choneuroses, or personality disorders. Most 
of the psychotic patients were hyperactive 
and assaultive, confused, denudative, and 
difficult to manage. Other patients had so- 
matic complaints and were chronically tense 
and uneasy. All patients had failed to at- 
tain or maintain appreciable improvement 
under one or more courses of intensive treat- 
ment with insulin or electroshock, sedatives, 
and various neuroleptic agents. In the study 
were about equal numbers of men and 





From Rusk State Hospital, Rusk, Texas. 


women, ranging in age from 17 to 65 years, 
whose illnesses had been present for a few 
months to more than 15 years. 


Except for those on the maximum security 
unit, patients generally were first given pro- 
chlorperazine in tablet doses of 10 to 25 mg. 
after meals, and the dosage was increased 
until control was established or side effects 
intervened. The total daily dosage for the 
psychotic and psychoneurotic patients dur- 
ing the intensive treatment period was usu- 
ally 75 mg., although initial dosages ranged 
from 5 to 100 mg. three times daily. When 
adequate control had been established, the 
dosage was maintained for two to six weeks 
at the maximum effective level and then 
was reduced to a daily maintenance level 
about one-third of that given during the ini- 
tial period of intensive treatment. The usual 
maintenance dose was one 30 mg. sustained 
release (Spansule) capsule administered 
after breakfast. 

Because they were extremely difficult to 
manage, patients on the maximum security 
unit had been treated previously with excep- 
tionally high doses of either chlorpromazine 
(up to 2000 mg. daily) or prochlorperazine 
(up to 400 mg. daily). At these doses side 
effects, severe drowsiness with chlorproma- 
zine and extrapyramidal symptoms with pro- 
chlorperazine, were incapacitating for most 
patients. In an attempt to obtain maximum 
control with a minimum of side effects, these 
patients were given combined, but smaller 
doses of each of the drugs during the pres- 
ent study. Although there was some varia- 
tion in the total daily dose, the most fre- 
quently employed daily dose for these pa- 
tients consisted of 600 mg. of chlorpromazine 
and 75 mg. of prochlorperazine. Whenever 
possible the drugs were administered in sus- 
tained release capsules. 

Certain highly disturbed patients received 
initial intramuscular medication (usually, 
doses of 10 to 20 mg. of prochlorperazine) 
until they were willing or able to take oral 
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medication. Duration of therapy for all pa- 
tients in this study ranged from 20 to 50 
weeks and averaged 30 weeks. 


Results 


Results of treatment were judged in terms 
of improved clarity of thinking, orientation, 
coherence, and interest in life and surround- 
ings; decrease in delusional trends and hal- 
lucinatory states; and improvement in pros- 
pects for rehabilitation and outside employ- 
ment. Excluding those patients on the max- 
imum security unit, 39 patients (30%) ob- 
tained excellent results under treatment with 
prochlorperazine and showed complete re- 
mission of symptoms. Fifty-two patients 
(40% ) obtained good results: partial symp- 
tomatic control of aggression, hallucinations, 
and delusions and decided and lasting, but 
partial, improvement in prospects for reha- 
bilitation. Twenty patients (15.4% ) obtained 
fair results: partial, but temporary, control 
of symptoms of aggression and a definite de- 
crease in hallucinatory and delusional] trends. 
Nineteen other patients (14.6%) obtained 
no significant benefit. 

Hyperactive, emotionally disturbed pa- 
tients seemed to derive the most striking 
benefits from prochlorperazine therapy, but 
the drug was also highly effective in control- 
ling symptoms of anxiety and tension in 
other psychotic patients, as well as in those 
with psychoneuroses and personality disor- 
ders. By starting with fairly high dosages 
of prochlorperazine and leveling off if the 
patient developed extrapyramidal symptoms, 
initial control was established rapidly, and 
previously assaultive or disoriented patients 
became calm and cooperative. 

Thirty-six patients who had failed to show 
or maintain appreciable improvement under 
previous therapy were furloughed from the 
hospital after treatment with prochlorpera- 
zine. If the patients remain on furlough for 
one year without a return of symptoms they 
will be discharged permanently from the 
hospital. Since the completion of the study 


(almost six months), only eight patients 
have returned to the hospital for a second 
course of therapy. Results in these patients 
were especially gratifying, for they had not 
responded to other neuroleptic drugs, elec- 
tro- or insulin shock therapy, or sedatives, 
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and all undoubtedly would have been rele- 
gated permanently to long-term custodial 
care. 

There were no serious side effects. About 
one-third of the patients taking high doses 
of prochlorperazine developed extrapyrami- 
dal symptoms: usually, mask-like facies or 
rigidity of the arms. No cogwheel rigidity 
was seen. Symptoms usually disappeared 
after medication had been discontinued for 
two to four days and did not recur when the 
same or a reduced dosage was resumed. The 
drug was well tolerated and evidently has a 
wide margin of safety, even when used in 
high dosages during periods of intensive 
therapy. Transferring patients from the 
parenteral to the oral form of prochlorpera- 
zine did not alter the efficacy of treatment, 
and the course progressed unchanged. 

After treatment with prochlorperazine the 
need for electroshock therapy was reduced 
by at least 96 per cent. Property destruction 
also decreased markedly, and patients receiv- 
ing prochlorperazine seldom needed seclusion 
or restraint. Injuries and fighting rarely oc- 
curred and consequently the ward atmo- 
sphere was completely changed. Moreover, 
since the nursing staff were freed from dis- 
ciplinary functions, they could provide an 
active social program in which more pa- 
tients participated productively. As patients 
became calm and cooperative, psychotherapy 
was facilitated and they developed better 
insight into the causes of their illnesses. 

Under concomitant therapy with chlor- 
promazine and prochlorperazine, 17 (25.4% ) 
of the psychotic criminal patients on the 
maximum security unit obtained excellent 
results. Thirty (44.8%) obtained good re- 
sults and 13 (19.4%), fair results. Seven 
patients (10.4%) obtained no significant im- 
provement. As Barsa‘ reported, combination 
therapy with chlorpromazine and prochlor- 
perazine proved highly effective in combat- 
ing delusions and hallucinations of schizo- 
phrenic patients. By using combined, but 
smaller doses of chlorpromazine and _ pro- 
chlorperaz:ne, it was observed that the in- 
cidence and severity of side effects that had 
occurred with these drugs when used singly 
at much higher doses were greatly decreased. 
Only three of the 67 patients exhibited ex- 
trapyramidal symptoms and none were list- 
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less or drowsy. The combination therapy 
was especially useful in this group who, be- 
cause they are wards of the court and can- 
not be released, have to be maintained for 
long periods in the hospital. It was our 
opinion that the combined neuroleptic ther- 
apy aided them in adjusting successfully to 
work and ward routine. 

Ordinarily, too, patients treated with high 
doses of chlorpromazine could not be per- 
mitted to work around trucks or other ma- 
chinery because of the possibility of hypo- 
tensive episodes and serious injuries. The 
sustained release forms of chlorpromazine 
and prochlorperazine decreased the incidence 
of such accidents as falling on stairs or off 
benches or trucks. 


Comments 


The sustained release prochlorperazine 
capsules are especially useful in providing 
maintenance therapy for discharged pa- 
tients. Without peaks and valleys of activ- 
ity, side effects are minimized. Furthermore, 
one capsule a day is usually sufficient to 
maintain therapeutic benefits, thus eliminat- 
ing the inconvenience—and possible embar- 
rassment—to the patient of multiple dosage 
regimens. 

As long as the daily dosage is maintained 
at proper levels, the patient can withstand 
occasional stressful situations that ordina- 
rily might cause a recurrence of disturbed 
behavior. Most patients who are furloughed 
from the hospital must be kept on daily 
maintenance medication and, since the dos- 
age must be adjusted according to the 
amount of daily stress in the environment, 
such a patient should be followed by the 
family physician or in the outpatient clinic. 


Summary 


Prochlorperazine was given to 197 acutely 
and chronically disturbed psychotic and psy- 
choneurotic patients to control delusions, 
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hallucinations, and symptoms of anxiety and 
ageression. Of these, 67 criminal psychotic 
patients received prochlorperazine and chlor- 
promazine concomitantly. One hundred thir- 
ty-eight patients (70%) obtained excellent 
or good results: complete or partial, perma- 
nent remission of symptoms. Thirty-three 
patients obtained temporary symptomatic re- 
lief, and 26 failed to benefit from therapy. 
Thirty-six patients, previously resistant to 
therapy, were furloughed from the hospital. 
At initial high dosages, control of hyper- 
active, emotionally disturbed patients was 
established rapidly and enabled them, under 
psychotherapy, to develop insight into the 
causes of their illnesses. About one-third of 
the patients taking high doses developed ex- 
trapyramidal signs, which disappeared when 
medication was discontinued temporarily and 
did not recur when the drug was resumed. 
The concomitant use of chlorpromazine 
and prochlorperazine in disturbed criminal 
patients reduce side effects previously seen 
with higher dosages of each drug without 
decreasing the efficacy of treatment. Com- 
bination therapy with sustained release cap- 
sules of both drugs was useful in maintain- 
ing prisoners for long periods in the hospital. 
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Narco - Stimulation 


ALBERT A. LAVERNE, M.D., and LouIs J. PADULA, M.D. 


“Narco-Stimulation” is a term which has 
been used to define a chemical non-convul- 
sive therapy in which narcosis and central 
nervous system stimulation are alternately 
produced, This new technique is a modifi- 
cation of Meduna’s original metrazol convul- 
sive therapy. Its aim is to utilize a convul- 
sive or supra-convulsive dose of an analeptic 
without the production of convulsions and 
without the resultant anxiety inherent in 
conventional metrazol convulsive therapy. 

In 1951, one of the authors (A.A.L.) dis- 
cussed with Dr. L. J. Meduna the possibility 
and advantages which might ensue if a tech- 
nique could be developed which would incor- 
porate the chemical action of metrazol in a 
large dose, and simultaneously avoid the 
complications of the convulsions as well as 
the convulsion itself. He encouraged the 
pursuit of this approach since it was based 
upon a sound physiological premise. Conse- 
quently, experimentation was conducted in 
the use of convulsive and supra-convulsive 
doses of metrazol resulting in a technique 
which was able to successfully antagonize 
and prevent all convulsive reactions by the 
use of anesthetic doses of a hypnotic as pre- 
medication. 


Technique: 

The patient is administered 1/75th grains 
atropine intravenously. Then through the 
same needle, the therapist injects 5 to 15 
grains thiopental. When he has determined 
the optimum level of anesthesia effected, the 
therapist gives through the same needle 5 to 
15 ce. of a 10% metrazol solution rapidly. 
The patient awakens in from 5 to 30 seconds 
with no convulsions having been induced, 
and with little or no apparent anxiety. The 
vital signs have been relatively unaltered. 
Six to twenty treatments are required to pro- 
duce clinical improvement and these may be 
given daily. 

If after six treatments, the patient fails to 
show significant clinical improvement, this 
is frequently the result of cumulative treat- 
ment anxiety created by cortical excitation 
of after-discharge phenomena of the analep- 
tic. The therapist should then proceed to 


administer an anesthetic dose of thiopental 
immediately following the awakening phase 
induced by the analeptic for the subsequent 
treatments. The level to which this anes- 
thesia is carried will depend upon factors 
such as the individual sensitivity of the pa- 
tient and the effectivenss eof the antago- 
nistic doses of drugs previously adminis- 
tered. Cortical anesthesia is recommended, 
and is usually achieved with 4 to 7 grains of 
thiopental administered in 60 seconds. 


The optimum dose of drugs used in any 
biological therapy may vary among thera- 
pists, and from patient to patient. For ex- 
ample, 2 grs. or less of thiopental may pro- 
duce cortical anesthesia if administered in- 
travenously within one second, whereas, 12 
grs. may be required if given slowly over a 
period of sixty seconds. Obviously, the 
deeper the anesthesia, the greater the antag- 
onism to the subsequent analeptic. The lev- 
els may vary from superficial unconscious- 
ness, to nystagmus, to the absence of lid re- 
flex and the presence of lid lag, to the fixa- 
tion of the eyeballs which represents the 
first surgical plane. We have been using the 
latter two criteria and have achieved this 
level in 60 seconds. 

Similar factors govern the physiological 
effects produced by the analeptic. An objec- 
tive sign of a good physiological response is 
a marked flushing of the face, neck, and 
chest occurring immediately after the ana- 
leptic is administered and lasting for several 
minutes. This is usually an indication of at 
least a maximal dose of analeptic and should 
be considered the most favorable therapeutic 
dose for that particular patient. 

Whatever criteria are used by the thera- 
pist to determine the optimum dose of bar- 
biturate and analeptic, the antagonistic 
drugs must be safely administered in dose 
and manner so as to produce physiological 
changes in the central nervous system of 
initial adequate depression, then profound 
stimulation, and, finally, relaxation or de- 
pression in the recovery phase. 

The average optimum therapeutic range 
of metrazol is ten to twelve cc. of a 10% so- 
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lution administered through a 20 gauge 
needle in eight to ten seconds. If this rate 
of administration is further reduced, for ex- 
ample, to 15 seconds, the intensity of chem- 
ical action is significantly diminished and 
neuro-chemical summation in the central 
nervous system is rendered negligible and 
sub-maximal. 

Various analeptics such as Megimide, Pic- 
rotoxin, etc., may be similarly used. The 
method is safe and has no significant side 
effects or contraindications. 

The patient is relaxed, shows no mental 
confusion, offers no resistance to continua- 
tion of treatment, and can be treated on an 
ambulatory basis. 


Rationale: 

The use of the anesthetic thiopental as pre- 
medication completely antagonizes and in- 
hibits the convulsive stimulation at the end 
organ which the subsequent analeptic would 
ordinarily induce, without, however, prevent- 
ing the chemical stimulation of the analeptic 
upon the central nervous system. The ex- 
act mechanism of action is unknown. The 
following hypotheses are postulated: 


a. The large amount of analeptic introduced rap- 
idly is the chemical equivalent of a convulsive or 
supra-convulsive dose in the form of an electrical 
discharge from all parts of the brain, but without 
the induction of a convulsion in any form. This 
supra-convulsive dose is far above the therapeutic 
dose used in the conventional analeptic convulsive 
treatment. 

b. The thiopental anesthesia depresses all elec- 
trical activity in the brain, both normal and ab- 
normal. The subsequent rapid change produced by 
the analeptic creates a supra-maximal electrical dis- 
charge interrupting the feedback mechanisms which 
may have been responsible for the abnormal elec- 
trical impulses influencing the reverberating cir- 
cuits in the brain. 

c. The physiological changes described may pro- 
duce sustained beneficial circulatory changes in the 
brain. 

d. Stimulation of the pituitary-adrenal stress 
system is suggested by clinical improvement in the 
arthritic symptoms of patients. 


Types of Patients: 

Depressions, severe anxiety states, conver- 
sion hysterias, character neuroses, schizo- 
phrenics, certain types of manic depressives, 
and obsessive compulsives are suitable cases. 
Use in the treatment of geriatric patients 
offers therapeutic promise. 
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Several patients who were be-ng treated in 
this series had an associated rheumatoid 
arthritic condition, moderately to far ad- 
vanced, with severe pain, swelling, deformi- 
ties, ankylosis of joints. They had been pre- 
viously treated unsuccessfully with steroids, 
and having resigned themselves to a life of 
progressive incapacitation, became severely 
depressed and withdrawn. In the early stage 
of treatment with Narco-Stimulation, they 
spontaneously reported marked subsidence 
of pain, reduction of soft tissue swelling, 
and increased mobility of the joints. They 
were now able to considerably reduce the 
daily amount of analgesics formerly required 
and yet maintain comfort. Clinical progress 
was also noted in their mental symptoms and 
was similarly sustained after cessation of 
treatment. 


Results: 


Of 50 experimental patients who were re- 
fractory to previous forms of treatment, a 
substantial number have shown significant 
and sustained clinical improvement up to six 
months follow-up. 

Twenty of 32 schizophrenics, or 63% im- 
proved. The paranoids and mixed types re- 
sponded the best. Of these, eight improved 
sufficiently to be discharged. 

Ten of 15 neurotics, or 61% improved. The 
depressions and anxiety states responded 
most satisfactorily. 

Two out of three behavior disorders im- 
proved. 

Improvement was defined as the ameliora- 
tion of the presenting symptoms to such a 
degree, that the patient was able to resume 
relative normal functioning in his environ- 
ment. A consistent early response was ces- 
sation of nail biting in ten patients who had 
indulged in this habit since childhood. 

Of 20 control patients treated only with 
anesthetic thiopental, five, or 20% improved. 
In this group there were twelve schizopren- 
ics and eight neurotics. Of the improved in 
the control group, three neurotics and one 
catatonic schizophrenic improved. 


Remarks: 


The safe administration of a large dose of 
analeptic on humans effectively and rapidly 
reverses the deep levels of anesthesia in- 
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duced by barbiturates. Such application of 
analeptic can readily find clinical use in bar- 
biturate poisoning whether by design as in 
suicide, or fortuitously during anesthesia in 
operating room. 

The therapist should be sufficiently ex- 
perienced in the management of anesthesia 
as induced by relatively large amounts of a 
hypnotic. If the psychiatrist is not so fa- 
miliar, it is recommended that he avail him- 
self of the services of an anesthetist. It is 
suggested that a good vein be used in order 
to be able to rapidly reverse the anesthetic 
state with the analeptic so that anoxia is 
obviated. The anesthetic and the analeptic 
are almost completely and rapidly removed 
from the central nervous system within a 
few minutes. Thiopental can be replaced by 
any liquid or inhalant anesthetic provided it 
is safe, and readily under the control of the 
therapist. 

If the patient unintentionally develops a 
seizure as a result of summation electrical 
discharge in the brain, the convulsion is sub- 
dued, of short duration, and harmless, and 
oxygen may be administered. However, con- 
vulsions should be avoided. The initial treat- 
ments should begin with lower doses of an- 
esthetic and analeptic and gradually in- 
creased with subsequent treatments until op- 
timum dosages are achieved. Some patients 
demonstrate post-treatment abreaction con- 
sisting of weeping, restlessness, etc, lasting 
a few minutes, and such abreaction is fre- 
quently therapeutic. 

A maximal dose of analeptic produces pro- 
found relaxation. A supra-maximal dose pro- 
duces relaxation followed by mental or cor- 
tical excitation or anxiety which is caused 
by after-discharge effects. These effects are 
readily controlled by small parenteral doses 
of barbiturate administered post-treatment. 
The depressed patient usually requires a su- 
pra-maximal dose of analeptic. The agitated 
or anxious patient requires a maximal or 
lower dose. A maximal dose is defined as 


that amount of analeptic required to exactly 
and completely reverse the depressant action 
of the anesthetic on the central nervous sys- 
tem. This will vary with the individual tol- 
erance and sensitivity of the patient to the 
drugs employed, and upon the rate of ad- 
ministration of analeptic. 
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Twelve per cent of the patients receiving 
metrazol show side effects of coughing, 
sneezing, or vomiting after awakening. This 
is most likely due to vagus irritability or in- 
creased sensitivity of the upper respiratory 
tract to mucous secretion. This can be con- 
trolled by (a) increasing atropine pre-medi- 
cation from two to three cc’s intravenously, 
(b) or giving the patient antihistamine or 
anti-emetic as premedication, for example 
Bonamine, (c) or by lowering the head to 
bed level and rotating the face to the side, 
(d) finally, if these measures fail, the rate 
of administration of metrazol can be reduced 
to 10 to 15 seconds. Megimide has much less 
of these side effects but appears to be clin- 
ically less effective and less profound in its 
physiological action due to the fact that five 
to six times the volume of Megimide must be 
given to produce adequate reversal of the 
anesthesia than with metrazol. The phys- 
iological action of Megimide, therefore, is 
necessarily slower and less profound. 


The administration of two cc’s of metra- 
zol intramuscularly one-half hour before 
treatment has been found to be useful for 
the following reasons: 


a. This sensitizes the nerve cell to the subsequent 
stimulation by the large amount of analeptic, and 
produces a more profound physiological action. 

b. It maintains adequate respiration while the 
patient is under deep anesthesia by Thiopental, so 
that in the event the therapist should lose the vein 
while switching to the analeptic, anoxia and its 
complications are obviated. 


If Narco-Stimulation alone does not pro- 
duce sufficient clinical improvement, then it 
is recommended that the following combina- 
tions or modifications be initiated. 


1. Combine with the convulsive therapies, i.e. 
Electroshock, Insulin Shock or Metrazol Therapy. 
This combination administered as part of the same 
treatment or alternated on subsequent treatment 
days renders refractory patients more susceptible 
to the beneficial action of the convulsive therapy 
and reduces the required number of treatments nec- 
essary to bring about a clinical remission. 

2. The high state of neuron excitation that is cre- 
ated by a Narco-Stimulation treatment can be sus- 
tained by giving through the same needle at a 
slower rate (1 cc. in 3 to 5 seconds) an additional 
quantity of metrazol or a metrazol-thiopental mix- 
ture immediately after the patient has reacted from 
the previous anesthesia. In this manner, the Cen- 
tral Nervous System excitation is prolonged for 30 
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to 60 seconds enhancing the therapeutic effect. A 
mixture of one part Thiopental to three parts Met- 
razol will maintain the patient in a hypnogogic 
state and obviate convulsions. If, however, the pa- 
tient begins to convulse, immediately administer 
Thiopental to stop the convulsion. It is important 
to produce physiological sleep in the patient and 
enhance the recovery phase by terminating the 
sustained excitation treatment with Thiopental 5 to 
8 grs. intravenously in 60 seconds. The total dose 
of drugs as finally given in this sustained excita- 
tion may reach twenty to twenty-five cc’s of Metra- 
zol and % to 1% grams of Thiopental administered 
over a period of several minutes. This quantity of 
medication is well tolerated by the patient. How- 
ever, in the presence of known liver disease, it 
should be avoided. 


Summary: 


1. The new biological therapy described is 
a modification of conventional metrazol con- 
vulsive treatment, which utilizes the chem- 
ical action of a large dose of analeptic upon 
the central nervous system without produc- 
ing convulsions in any form and completely 
avoiding the anxiety that is inherent in the 
convulsive treatment. 

2. Narco-Stimulation introduces a thera- 
peutic medium in psychiatry with a wide 
range of flexibility. It can effectively be 
used in combination with other biological 
therapies. 

3. The series is limited in scope and fol- 
low-up period. However, the clinical findings 
thus far observed warrant further investiga- 
tion, and indicate effectiveness in a variety 
of psychiatric disorders. 

4. The method is safe and has no signifi- 
cant side effects or contraindications. 

5. The use of Narco-Stimulation in a med- 
ical disease such as rheumatoid arthritis 
seems worthwhile investigating. It is hoped 
that its therapeutic possibilities will be fur- 
ther evaluated and explored by workers in 
this field under more carefully controlled ex- 
perimental conditions. 
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Introduction 
LEO ALEXANDER, M.D. 


I think we have all become very much 
impressed with what Marsilid can do for a 
patient. I find it indispensable in so-called 
depressions. I prefer to call these inert psy- 
choasthenic states, a condition which the 
late Dr. Meyer termed anhedonia. These pa- 
tients are not responsive to electroshock, 
they have no self-reproaches and they feel 
very sorry for thmeselves. They are just 
inert and inactive. They sleep well in spite 
of total inactivity. They start becoming 
sleepless after they have been on Marsilid 
and don’t seem to mind their symptoms. 
They go to work and enjoy life. This is a 
rather specific class of cases. 

In the classical depressive with intensive 
self-reproach sleeplessness is the usual symp- 
tom. I do not find Marsilid superior to other 
drugs for such cases. But in the inert states 


that have not responded to electroshock, 
Marsilid is uniquely effective. 

While drug manufacturers always like to 
think in terms of an across-the-board, broad 
spectrum drug, as psychiatrists we are more 
interested in finding specific action drugs. I 
think Marsilid is a specific action drug for 
this condition. Unfortunately it has side ef- 
fects, which may in rare cases be disastrous. 
I had a death in a small series of cases, but 
a colleague treated a much larger series 
without ill effects. He always made a point 
of keeping his patients’ bowels open by large 
doses of laxatives and perhaps that may be a 
preventative. There may be something in 
the anti-amino oxidase property itself that 
would render the patient liable to lessened 
ability to detoxify the effects of various 
substances. 
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Toxicology of Marsilid® and Other Amine Oxidase 
Inhibitors 


LOWELL O. RANDALL, PH.D., D.Sc., and ROBERT E. BAGDON, PH.D. 


Marsilid® (iproniazid, 1-isonicotinyl-2- 
isopropyl hydrazine) has been found to be 
a drug with an unusually board range of ac- 
tivity. Originally introduced as an antitu- 
bercular drug, Marsilid has been more re- 
cently used in the treatment of angina pec- 
toris and hypertension, acne vulgaris, rheu- 
matoid arthritis and particularly in psychia- 
tric depressive states.' Dr. E. A. Zeller, et 
al., first demonstrated that Marsilid is a po- 
tent inhib:‘tor of amine oxidase, an enzyme 
which has a role in the metabolism of sero- 
tonin, norepinepherine and other biological 
amines thereby preventing their accumula- 
tion in the body tissues.* Following admin- 
istration of Marsilid to animals, there oc- 
curs an increase in the levels of serotonin 
and norepinepherine in the brain.* These ob- 
servations indicate that Marsilid mediates 
its central stimulating activity by altering 
the metabolism of serotonin, norepinepherine 
and possibly other biological amines, 

The therapeutic significance of Marsilid in 
clinical medicine has aroused much interest 
in other inhibitors of amine oxidase which 
might have a similar activity. 


By means of pharmacological experiments 
in animals, two new drugs, RO 5-0700 (1-pi- 
colinyl-2-benzyl hydrazine) and RO 5-0831 
[ 1-benzyl-2- (5-methyl-3-isoxazolylcarbony] ) 
hydrazine] were found to have even 
stronger activity than Marsilid. Both agents 
are several-fold more potent as inhibitors of 
the amine oxidase activity of isolated rat 
liver mitochondria in vitro and of rat brain 
in vivo. Marsilid, RO 5-0700 and RO 5-0831 
can potentiate the central stimulation in- 
duced in mice by administration of the pre- 
cursor of serotonin, 5-hydroxytryptophan, 
and the precursor of norepinepherine, dihy- 
droxyphenylalanine. In agreement with their 
higher activity as inhibitors of amine oxi- 
dase, RO 5-0700 and RO 5-0831 show evi- 
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dence of exerting a stronger potentiation of 
the central excitatory effects of biological 
amines than Marsilid in mice. However, 
Marsilid and the benzyl hydrazine analogs 
produce no stimulation when administered 
alone to animals. 

Reserpine exhibits sedation and ptosis fol- 
lowing administration to animals. When 
mice are premedicated with Marsilid or the 
newer analogs, the sedation and ptosis in- 
duced by subsequent administration of re- 
serpine are blocked. These results suggest 
that Marsilid, RO 5-0700 and RO 5-0831 
probably act indirectly by producing a rise 
in the brain levels of biological amines 
which act as the mediators of central stimu- 
lation. 

Toxicity studies conducted in a number of 
species indicate that the increase in amine 
oxidase inhibitory potency of RO 5-0700 and 
RO 5-0831 is not associated with a concomi- 
tant higher toxicity when comparisons with 
Marsilid are made. The acute toxicity of 
the three drugs following administration of 
single dosages is shown in Table I. 


TABLE I 
ACUTE TOXICITY OF MARSILID, 


RO 5-0700 AND RO 5-0831 


Route Marsilid RO 5-0700 RO 5-0831 
Mice—LD,, mg/kg 

Oral 950 + 29 (4) 448+128 193+5 

Intraperitoneal 690 (4) 187 +12 190+18 
Rat—LD,, mg/kg 

Oral 383 (4) 240 280 

Dog—Single Lethal Dosage mg/kg 
Oral 95 95 >40 
Monkey—Single Lethal Dosage mg/kg 
Oral 640 240 160 


The results of measurements of acute tox- 
icity indicatethat Marsilid is less toxic than 
RO 5-0700 and RO 5-0831 to mice and mon- 
keys, while the lethal dosages of the three 
drugs to rats and dogs are more nearly 
comparable. 





540 


Monkeys weighing 3 kg. tolerated a total 
oral dosage of 20 mg of RO 5-0700 and RO 
5-0831 daily for 14 days without toxic man- 
ifestations. 

Groups of rabbits were given 5 mg/kg, 
10 mg/kg and 15 mg/kg by the subcutane- 
ous route daily for 30 days. At the 15 mg/ 
kg dosage level of RO 5-0700, a moderate 
lymphopenia and rise in segmented neutro- 
phils was observed. One rabbit receiving 
this dosage of RO 5-0700 expired on the 27th 
experimental day. Another rabbit given 10 
mg/kg of RO 5-0831 succumbed on the 25th 
day, but hematological findings among this 
group of animals remained within normal 
limits. 

Dogs were shown to tolerate 3.5 mg/kg 
of Marsilid daily for 13 weeks without a re- 
duction in erythrocytes, hemoglobin or hem- 
atocrit, while dosages of 7 mg/kg and 14 
mg/kg produced a depression in all these 
values, particularly at the end of one 
month’s treatment.* RO 5-0700 and RO 5- 
0831 were administered to dogs in daily oral 
dosages of 5 mg/kg for a 30-day period and 
all these animals remained free of toxic ef- 
fects. 

Chronic toxicity experiments in rats of 
13 weeks duration were conducted with Mar- 
silid phosphate, RO 5-0700 and RO 5-0831 
employing dosages of 2.5 mg/kg, 5.0 mg/kg 
and 10 mg/kg. The results obtained in the 
present study were compared with previous 
rat chronic toxicity experiments using Mar- 
silid dihydrochloride at dietary dosages 
equivalent to 5 mg/kg, 20 mg/kg and 80 
mg/kg.‘ Some depression in growth was ob- 
served with 10 mg/kg of RO 5-0700 and RO 
5-0831 and with dosages of 20 mg/kg and 
80 mg/kg of Marsilid dihydrochloride. A de- 
crease in erythrocytes, leukocytes, and hem- 
oglobin in rats following administration of 
Marsilid dihydrochloride was reported pre- 
viously,‘ but these toxic reactions were not 
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observed in the present study of Marsilid 
phosphate, RO 5-0700 and RO 5-0831. In 
all toxicological studies, the dosages em- 
ployed were considerably higher than the 
recommended clinical dosages. 

The results of this pharmacological inves- 
tigation indicate that high potency of RO 
59-0700 and RO 5-0831 as inhibitors of amine 
oxidase does not lead to a marked increase in 
toxicity. This suggests that lower dosages 
of RO 5-0700 and RO 5-0831 than Marsilid 
could be employed clinically to achieve a 
therapeutic response, thereby eliminating 
some of the undesirable side effects. 


Summary 


1. RO 5-0700 [1-picolinyl-2-benzyl hydra- 
zine} and RO 5-0831 [1-benzyl-2-(5-methyl- 
3-isoxazolylearbonyl) hydrazine] are more 
potent inhibitors of amine oxidase than is 
Marsilid. 

2. RO 5-0700 and RO 5-0831 can potenti- 
ate the central stimulation produced by 
d-hydroxytyptophan and dihydroxyphenyl- 
alanine and this potentiating activity is 
stronger than that exerted by Marsilid. 

3. Toxicity measurements in various spe- 
cies indicate that the higher potency of RO 
5-0700 and RO 5-0831 over Marsilid as in- 
hibitors of amine oxidase does not greatly 
increase the toxicity. Therefore, smaller 
dosages of the new drugs may achieve a de- 
sirable therapeutic response with less side 
effects when compared with Marsilid. 
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Marsilid Toxicity 


(A Preliminary Report) 


ROBERT J. FLOoDY, M.D., ROBERT E. DIXON, M.B., V. D. MATTIA, JR., M.D. 


We are presenting only data from studies 
and reports in the United States. 
be pointed out that our information is far 
from complete; pressure from heavy re- 
search programs, and private practices often 
prevent many investigators from reporting 
promptly. In addition, following the recent 
flurry of lay publicity, we were literally 
swamped with reports of side effects which 
had occurred many months _ previously— 
some serious and significant, others highly 
questionable and irrelevant. During this pe- 
riod, for example, we learned of jaundices 
which had not previously been reported, but 
we also learned of “‘Marsilid-induced Asiatic 
Flu,” a “Marsilid-induced dandruff” and an 
“oriental disease of the esophagus” caused 
by this drug. We must emphasize, there- 
fore, that the material presented is far from 
complete, and the statistical aspects are sub- 
ject to change daily. 


Marsilid was distributed to approximately 
400 investigators during the period from No- 
vember 1951 to July 1954. By the end of 
1952, data regarding the incidence of side 
effects occurring during the treatment of 
some 1,934 patients, had been received 
through questionnaires from investigators, 
from manuscripts and published reports, or 
from correspondence with investigators. In 
this series, there were reported two cases of 
jaundice, one of which was a fatality. The 
physician indicated that the patient devel- 
oped viral hepatitis and that the death was 
probably not associated with the administra- 
tion of Marsilid. Deaths from other causes 
included one due to convulsions and three 
to cardio-vascular disorders: one death oc- 
curred during an asthmatic attack, another 
followed an injection of a narcotic and one 
patient expired soon after an operation. 


With respect to the question of jaundice 
prior to the use of Marsilid as a psychic en- 
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Hoffmann-LaRoche, Inc., Nutley 10, New Jersey. 


It should, 


ergizer, reference is made to the paper by 
Bosworth, et al. (Quart. Bull. Sea View 
Hosp., 16:134-140, 1955). This report, cov- 
ering 142 patients, lists four patients with 
“hepatitis.”” It should be noted, however, 
that all had received multiple blood transfu- 
sions, and in two the diagnosis of infectious 
hepatitis was made by a consultant. One 
patient was subsequently considered to have 
had an obstructive type of jaundice which 
was relieved by incision and drainage of a 
post-hepatic abscess and the fourth recov- 
ered while receiving continued therapy with 
the drug. In three other patients, Marsilid 
therapy was discontinued because of “evi- 
dences of change in liver function,” and in 
one other subject, treatment was interrupted 
because of “evidence of liver damage (ap- 
parently due to infectious hepatitis) .” 

Estimates based on the quantities of ma- 
terial manufactured and shipped for inves- 
tigational use and, subsequently, to whole- 
salers and other types of distributors, indi- 
cate that approximately 18,000 patients had 
been given the drug before its introduction 
in the psychiatric field. 

From early 1957, practically all the inves- 
tigative work with Marsilid has concerned 
its application as a psychic energizer. In 
connection with this program, supplies were 
made available to 389 investigators. In late 
1957, an attempt was made to collect all 
available data from these investigators 
through questionnaires; 202 replies were re- 
ceived, covering observations in 3,586 pa- 
tients. One case of jaundice was reported 
by each of two investigators. A complete 
breakdown of side effects, as compiled from 
these questionnaires, is shown in Table I. 

Information on the incidence of side ef- 
fects during the research program was also 
obtained by a thorough review of the clinical 
research files, i.e., files of correspondence 
with investigators. The distribution of the 
various side effects which were reported is 
shown in Table II. 
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TABLE I 


NUMBER OF SIDE EFFECTS IN 3586 PATIENTS 
JANUARY 1957-APRIL 1958 


RON PUNMPAMEUERBMIDER) oe ou e Seo c oot ope t eee opienconps tubes senseoon sep sian 823 
ER ck eA te eet ep ee eee ER ee OP 1 
Abnormal response to anesthetic and other 
Ee Ee ra ere pe ee er De eee Ee ETE 0 
Blood changes other than anemia ......................... 5 
G-I symptoms other than constipation ................ 34 
OA Se een are eR er SO eee OE ra er 14 
Cardiac enlargement, failure or infarction ........ 0 
Hyperrefiexia, clonus or other joint, muscle or 
SUPE MOEN URUBRIREMIP NOES fo65 5.01.75. pate ep pssuassaussseusessaieuseosevircess 36 
Possible metabolic complications .......................... 2 
RU URPEVEMINORSINUTE coc fos pies conse cor -tun sv oevceateasesopanssuetseresensensces 99 
SPE MOU, RUOTIAUINAS: «,,..2.005..0.50000s20csceeccscssevsenenaee 11 
Impotence or other sexual derangements ............ 11 
Dizziness, lightheadedness, etc. ..........................+ 64 
Rash or ouer Skin Teacwons ...........................5.4. 5 
I av ataaslotcanresbnaapeiae ep seeniaeknebAcbamsnindiuoarie 18 
Neuritis or other neuropathies, obscure pains.... 5 
Psychoses and lesser mental changes* .............. . 112 
uP Iy MM NUREN PRIS 0202 0 coca, foot ott vron ct cccemakumnboesvweccuasuevedsevsases 3 
UNNI NNR RD ees ie rence wots, Cen eee shee ees Sees 2 
NURS cee rel cea piec ca zap yeaa seaaeh enue oneber coaacuscerondivneosbeweee il 
RP MRMNERINNIS Sperone Porro so nos occ rar, cspe patie esoat vex conneaeysekesee sees 30 
Glycosuria, albuminuria, hematuria, or other 
Bpnormal UMNATYGNGINGS .................2.....-.secsee0se 0 
Paresthesias and other abnormal sensory phe- 
SRUMNMNNMIR ie cee esee cn nee ec scree hactaccphce as nenct snweee ian scaccase ts 57 
UME MON NIN gee peas oe ts a ncepeveted cb cto sab aus issuessaumansenvesntcchousses cass | 
Apnormal urinary function ......................:.....0.0000. 46 
Ray MERCI ONMNSNES ess S50 oo pea ea seapenoces cerca ice ona eRs 5 
RUM PRMIREROND ones Sos cuss eas as pace pcseuah ascaeetetsecseeoosvhesesesss 12 


*This grouping includes insomnia, irritability, ex- 
citability, restlessness, anxiety, etc. 
TABLE II 


DISTRIBUTION OF SIDE EFFECTS IN CORRE- 
SPONDENCE WITH INVESTIGATORS 


ROMUm REE DNDEERMIRTA Soke Contes ok eke ea wags teu buiatsseatvurees 21+ 
SOMRW MERIINE INNS (onan Se coo ceker ever eles weanaetey ie eotveueaankes: 3 
Blood changes other than anemia .............. 1 
G-I symptoms, other than constipation .... 12 
RUMMRMRER 5 ere coh ce ac macceie stsstocnsessusecsne soe cuesasneeeieesapeons= 17+ 
Hyperrefiexia, clonus or other joint, mus- 

Cle or Dendon CHANGES ................6...505.0...5- 14+ 
MIR MON URMIRRESE NORD Ons oc scaler abies aes soevs sir cee eeen yee mieseese cos 50+ 
Psychoses and lesser mental changes ...... 9+ 
MURR on ha a oR EI BS id Sah a | 
MUMORER ED Gedy ote oer caterer ee reac ccnse tiene tlade ss 10 
UNM NMRMESIS Gone fe casse eect pie sasyoccn cee scee cep risecisaaciessosi's 12 
Rash or other skin reactions ...................... 3 
Neuritis and other neuropathies, obscure 

OTE aa a a eee ee E 2+ 
INI) Si busca Sbcasnciisss axons wopieenoews ‘several’ 
NE OD csc cccctnvesnvnsdvasastovnsoasccactaenes 2 
Abnormal urinary function .........00...00..00.... 2+ 


Impotence and other sexual derangements 5+ 
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Thus, side effects are reported to have oc- 
curred over 164 times. At least 348 patients 
were involved; the total number was not dis- 
closed by this particular review since some 
correspondents failed to mention the total 
number of patients under study. 

The question has arisen as to what num- 
ber of patients has been treated overall. 
This is of obvious importance if the true in- 
cidence of a given side effect is to be ascer- 
tained. An analysis of completed question- 
naires shows that 3,586 patients were given 
Marsilid investigationally from early 1957 
up to April 1958. Of the questionnaires sent 
out 187 were not returned. To the total fig- 
ure should be added a further 1,911 patients 
listed in reports from investigators but not 
included in the above questionnaires. Per- 
haps the most accurate index of the usage 
of a commercially available drug is the pre- 
scription audit. According to these figures 
for the period April 1957 through February 
1958, approximately 350,000 patients re- 
ceived Marsilid in treatment outside of hos- 
pitals, while approximately 30,000 patients 
received the drug in institutions. 

After the beginning of 1958, there was a 
rise in the number of reported cases of jaun- 
dice which was coincident with the increased 
use of the medication. Based on the above 
figures, it has been estimated that one case 
of jaundice appears in every four to five 
thousand patients receiving Marsilid ther- 
apy; there is one fatality from this cause in 
each 16 to 20 thousand patients so treated. 

Questionnaires were sent to physicians as- 
sociated with or reporting cases of jaundice; 
76 of the questionnaires have been completed 
and returned. The information derived 
therefrom is presented in Table III. 

From information received, we have not 
been able to establish any correlation be- 
tween age, sex, and dosage on the one hand 
and the incidence of jaundice on the other. 
The severity of the jaundice occurring in 
patients receiving Marsilid at the lower dos- 
age levels remains to be evaluated. 

Little time is left for discussion of the far- 
reaching program which has been estab- 
lished with the cooperation of investigators 
abroad as well as in many areas of this 
country, and which seeks to disclose the ul- 
timate pathogenesis of jaundice in patients 
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TABLE III 


TABULATION OF DATA OBTAINED FROM COMPLETED QUESTIONNAIRES IN 76 PATIENTS WHO 


DEVELOPED JAUNDICE AFTER RECEIVING MARSILID. 


FoR COMPARISON, DATA ON THE 13 


FATALITIES IN THIS GROUP ARE ALSO INCLUDED. 


QUESTION 


3. Total Amount of Marsilid Administered Before 
SAUNGICE: AMPEATCO: oxcises io. vcscccsscedieswedsssscdesevesesceseseses 


4. Number of Days That Marsilid Was Given Be- 
Ore: JAUNGICE: APPCOLCE: oc.6i2..cicccscssersrscessscsssseesesesses 


5. initial Deily Dose of Marailid .............................0008 
6. Maintenance Dose of Marsilid .................ccccceesseeeees 


7. When Receiving Marsilid Patient Was ................. 


8. Number of Days That Patient Was Jaundiced .... 


9. Patients’ Condition Since Disappearance of 
Jaundice (is patient carrying out same duties 
as compared to period prior to onset of jaun- 
dice ? ) 

10. History of 
a) undernutrition 


b) alcoholism 


c) taking other drugs within previous 12 months 


SUMMARY OF DATA 
From 13 Fa- From 76 Cases 


talities 


of Jaundice 


Range 29-75 21-75 
Average 53.19 49.0 

Male 2 24 
Female it 52 

Range 300-8400 62-13,500 
Average 3957.9 mg 4656.8 mg 
Range 8-120 4-213 
Average 54.3 58.0 
Range 10-150 mg 10-225 mg 
Average 71.3 mg 102.2 mg 
Range 25-150 mg 10-300 mg 
Average 69.3 mg 84.6 mg 
in institution 6 15 
treated outside 7 61 
hospital 

Range 10-40 10-103 
Average 17.8 33.9 

yes 19 

no 26 
unknown 18 

died 13 13 

yes 2 12 

no 8 56 
unknown 3 8 

yes — — 

no 11 72 
unknown 2 4 

yes 9 60 

no 3 12 
unknown Z 4 





who develop this symptom during or after 
a course of treatment with Marsilid. This 
effort involves much fundamental work in 
animals, but studies on the clinical level are 
by no means in the minority. We can do no 
more than to cite a few examples in each 
category, in the hope of giving some indica- 
tion, however inadequate, of the multifa- 
ceted nature and broad scope of the en- 
deavor. One study belonging in the first or 
basic category is designed to determine 
whether vitamin deficiencies in animals re- 
duce the therapeutic ratio or “safety mar- 
gin” of Marsilid, or bring to light any spe- 


cific toxic effects not observed with the com- 
pound alone. To what extent and by what 
mechanism does Marsilid interfere with the 
metabolism of pyridoxine ?—Here is another 
question to which the answer is being pur- 
sued. The principal goal of another animal 
study is to determine the effect of the acute 
and chronic administration of Marsilid on 
the susceptibility of the liver of rats and 
rabbits to tissue damage by combinations of 
amines—including 5-hydroxytryptamine, ep- 
inephrine and norepinephrine—and by bac- 
terial lipo-polysaccharides or endotoxins, In 
a similar vein, the possible hepatic toxicity of 
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Marsil'd metabolites is under scrutiny as is 
the possible interaction of Marsilid and cor- 
ticosteroids. An especially ambitious proj- 
ect is devoted to detailed metabolic investi- 
gations, using C’' labeled Marsilid, and an- 
other has the objective of learning whether 
Marsil-d can influence the development of 
hepatitis in chicks. A rather ingenious ex- 
periment has been initiated based on the car- 
bon black test for phagocytic function. Mar- 
silid apparently alters the distribution within 
the liver of carbon black injected into the 
blood stream. Whether this actually reflects 
a change in hepatic blood flow remains to be 
established. 

On the clinical side, a variety of studies 
is in progress. The objective of one of these 
is to determine the effect of Marsilid upon 
hepatic excretory patterns, using the technic 
of external body monitoring of radioactive 
rose bengal. Workers in three other cen- 
ters operating independently, are concentrat- 
ing on the liver profile and striving for an- 
swers to important questions—what ele- 
ments are susceptible to change by Marsilid, 
what dosages are required, how early can 
these changes occur, and what is their true 
prognostic significance—long range as well 
as immediate? This phase of the program 
is a broad one and involves not only a care- 
ful following of a battery of liver function 
tests in patients who have developed jaun- 
dice, but also periodic testing of liver func- 
tion in an entire series of patients before 
therapy and throughout the entire course. 
One group of 50 patients undergoing treat- 
ment for angina has been made available for 
this purpose as have 100 patients in a psy- 
chiatric institution. In still another research 
center, special attention is being devoted to 
possible alterations in several varieties of 
serum transaminase measurements. Thus 
far, in a small series of subjects presumed 
free from liver disease, Marsilid has not pro- 
duced significant changes in any parameter. 
Finally, all liver biopsy specimens and other 
histologic material are submitted for review 
to authorities on liver pathology. 

What of liver function changes in patients 
reported to have become jaundiced in rela- 
tion to Marsilid therapy? Despite the col- 


lection of many data by the questionnaire 
technic, complete delineation of the pattern 
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has not been accomplished. Most cases, how- 
ever, have shown a positive cephalin floccu- 
lation and elevation of the thymol turbidity 
and Sgot. Alkaline phosphatase has shown 
slight to moderate elevation in a large ma- 
jority. The biochemical picture thus closely 
resembles that observed in acute infectious 
hepatitis or in homologous serum jaundice. 
The same can be said generally for the histo- 
pathology of liver tissue from patients who 
developed jaundice during or after the ad- 
ministration of Marsilid. In fact, in most 
cases, the histologic picture is described as 
virtually indistinguishable from that seen in 
acute viral hepatitis. In this connection, a 
marked departure from the histology of liver 
damage from carbon tetrachloride and other 
common chemicals has been pointed out. 

We have been intrigued with the hepatitis 
problem from several etiologic and research 
aspects. First of all, we have had reports 
that Marsilid was associated with jaundice 
during the period when it was used in the 
treatment of tuberculosis, However, it does 
appear that it occurred less frequently and 
was less severe. We wonder, too, why jaun- 
dice associated with Marsilid therapy is 
rarely observed outside this country. We 
wonder whether the reported higher inci- 
dence of co-existing hepatic disease in men- 
tal disorders is not a contributing factor. 

Of course, we have speculated on the role 
of viruses in the development of jaundice 
during Marsilid therapy. Certainly the in- 
cidence, 1 in 4,000 or 5,000 parallels the in- 
cidence of viral hepatitis. The pathologic 
picture is indistinguishable from that ob- 
served in viral hepatitis, What is disturb- 
ing, however, is that the incidence of fatal- 
ities in those who develop jaundice is con- 
siderably higher than in the general popula- 
tion group. It is theoretically possible that 
Marsilid increases the severity of any viral 
hepatitis much as adrenal steroids do in the 
presence of bacterial infections. 

We are interested, too, in the observations 
in experiments with carbon black. Does 
this really reflect a change in hepatic blood 
flow? If so, we are quite anxious to see if 
similar findings are observed with other am- 
ine oxidase inhibitors under trial, especially 
those which either do not reduce blood pres- 
sure or, in fact, raise it. 
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Iproniazid in Pulmonary Tuberculosis 


GEORGE G. ORNSTEIN, M.D. 


In our experience we have treated 101 pa- 
tients with iproniazid, dosage 4 mgs. per 
kilo. These patients had far advanced tu- 
berculosis with cavity formations in many 
instances and no other treatment had helped 
them. They had little chance of survival 
with any other form of therapy. With the 
advent of iproniazid things have changed in 
pulmonary tuberculosis, At present we deal 
very little with this far advanced type of dis- 
ease. Formerly we were happy to see even 
a small percentage of cases cured of tuber- 
culous infection, but at the present time we 
are not dealing with such extensive diseases 
and the death rate is much smaller, For ex- 
ample, in the 1957 statistics of the U. S. 
Public Health Service, there were reported 
only 7 deaths per 100,000 population. We 
therefore can be assured that the toll of pul- 
monary tuberculosis is very much less than 
it was before November 8, 1952. At one 
time there was little difference between 
treatment with iproniazid or isoniazid. The 
results were about the same. 


Drug Dosage Cases Sputum % 
Conversions 

Iproniazid 4 mg/kilo 101 26 26.7 

Isoniazid 4 mg/kilo 62 16 25.8 


Therefore, at the onset, it made no difference 
whether we used iproniazid or isoniazid. In 
pulmonary tuberculosis we found that using 
isoniazid we had the same results and 
avoided the frequent complication of hem- 
optysis that occurred in the cavitary cases 
when iproniazid was used. We therefore 
swung to isoniazid. 

However, in disease of the bone we had 
the opposite result. Dr. David Bosworth, 
who has charge of these subjects in Sea 
View Hospital, found that in bone tubercu- 
losis good results occurred chiefly with ipro- 
niaz.d. There is a choice between the drug 
depending on whether bone or lung is in- 
volved. 

In the early stages of pulmonary tubercu- 
losis experimentation, good results were ob- 
tained with either iproniazid or isoniazid, 
but because of the safety factor we switched 


to isoniazid. Our chief problem was the dos- 
age of iproniazid, and a great deal was used 
in pulmonary tuberculosis at 4 mgs. per kilo 
—a dosage far greater than the 50 mgs. 
daily used in psychiatric cases. I must there- 
fore state that although occasionally we had 
complications when we used large doses of 
iproniazid, these happenings would not be as 
common in the dosage used in psychiatry. 
It is my impression that the percentage of 
complications would be very small. 


Whenever we noted any changes upon us- 
ing iproniazid (Marsilid), we tried to avoid 
the side effect due to drug toxicity by reduc- 
ing the dosage to one half or less. The side 
effects usually disappeared. Of 175 patients 
on this therapy, only one death occurred dur- 
ing treatment. There were seven deaths in 
101 patients. Two patients died of massive 
hemoptysis. A third patient had extens:ve 
bilateral pulmonary disease. After reversal 
of a progressive toxic course he had a fresh 
bronchopneumonic infiltration and died. The 
X-ray previously had shown no new infiltra- 
tion and this represented a fresh tuberculous 
bronchogenic spread. Thus three patients 
died of their tuberculous disease. Autopsy 
in a fourth patient failed to reveal a cause 
of death. A fifth patient was a 70 year old 
who died of acute myocardial infarction. A 
sixth suffered from severe pulmonary insuffi- 
ciency secondary to fibrosis and emphysema 
before therapy. His marked dyspnea at rest 
was not improved during therapy and he 
died of pulmonary insufficiency. The results 
of autopsy were consistent with the clinical 
state. A seventh patient developed unex- 
plained subacute shock. Autopsy showed, in 
addition to his extensive pulmonary tuber- 
culosis, a bronchogenic carcinoma, with 
death due to perforation of this neoplast into 
the mediastinum. 

Conclusion: I have just reviewed the cases 
back to the months before 1952, and I find I 
cannot concur with individuals who believe 
that more than 50 mgs of iproniazid is dan- 
gerous. My experience has chiefly been in 
pulmonary tuberculosis, and naturally this 
is all I can speak of. 





546 DISEASES OF THE NERVOUS SYSTEM 


DECEMBER 


Iproniazid in Orthopedics 


DAVID BOSWORTH, M.D. 


In the late Spring of 1951 an exciting new 
chapter in therapy was begun by Robitzek, 
Selikoff and Ornstein at Sea View Hospital. 
They began the clinical investigation of the 
use of isoniazid (Rimifon) and iproniazid 
(Marsilid). The results as regards the treat- 
ment of tuberculosis became so impressive 
during the summer that the investigation 
was extended from the Medical Service 
where it was begun, to other services in the 
hospital. Since it had already become known 
by fall that Marsilid was the more toxic of 
the two, a supply of this chemical was made 
available to the Orthopedic Service for in- 
vestigation. Though some few cases were 
later treated with Rimifon (isoniazid) by 
the Orthopedic Service, the first investiga- 
tion began with Marsilid (iproniazid). To 
avoid the confusion of similar names, we 
shall continue with the trade names of Rimi- 
fon and Marsilid to denote the drugs. 

Beginning with the use of Marsilid in Oc- 
tober 1951, by the end of January 1952 not 
only were the dramatic effects of the drug 
evident as regards the treatment and con- 
trol of tubercular bone and joint lesions, but 
the dramatic side effects, some of them toxic, 
were appreciated. An early report was 
made and published as of that time in the 
Sea View Bulletin. Throughout the rest of 
1952 further intensive investigation was 
done not only at Sea View but at St. Luke’s 
Hospital in New York, on orthopaedic cases. 
Extensive laboratory work was carried out, 
including such tests as circulating eosino- 
philes and 17 ketosteroids. All laboratory 
work showed no alteration from the normal 
except for a slight lowering at times of the 
blood platelets. While this intensive labora- 
tory work was carried out, since it was be- 
ing done on the Orthopedic Service, no no- 
tation was made as to the effect of the drug 
on blood pressure. Aside from this effect, 


most of the other effects now known were 
appreciated by the latter part of 1952 and 
recorded in the literature. 

On dosages of Marsilid of 4 mgs per kgm 
it was noted that a percentage of psy- 


choses occurred after four to six weeks’ use 
and that such psychoses were reversible in 
their entirety on cessation of medication. 
Euphoric reaction was especially appreciated 
but because of psychoses that developed, no 
attempt was made to use the medication to 
produce euphoria in depressed patients. This 
remained for the psychiatrist to explore and 
exploit at a later date. 

It was found that Marsilid was present in 
the spinal fluid in approximately 50 per cent 
greater concentration than in the blood se- 
rum. Therefore, we felt that when main- 
taining satisfactory serum levels side actions 
occurring (psychoses) might be unavoidable 
in order to maintain such blood serum levels. 
Gradually, at a later period, we came to the 
conclusion that lower dosages of the drug 
could be effective, although the action as re- 
gards tuberculosis was slowed down. 

Now with the drug begun at 4 mgs per 
kgm of body weight where necessity war- 
rants, and within a few days reduced to 2 
mgms per kgm of bodyweight, euphoria is 
still noted but psychosis is rarely seen. 

Liver toxicity was known to be one of the 
dangers of the use of Marsilid from labora- 
tory experiment preceding its clinical use. 
We therefore did intensive studies of the ef- 
fect of Marsilid in producing liver toxicity 
in patients. From our experience through- 
out we have failed to see any permanent 
liver toxicity incident to the use of Marsilid. 
There have been minor elevations of liver 
function tests in a few patients which have 
varied from time to time on continued med- 
ication at the same dosage. No specific in- 
stance of jaundice has occurred which was 
not related to other possible factors such as 
stoppage of the common bile duct by retro- 
peritoneal abscess, or serum jaundice from 
preceding transfusions, etc. In one instance 
with a Laennec’s cirrhosis where infection 
existed resistant to all antibiotics, Marsilid 
was used without any change in the basic 
Laennec’s cirrhosis or any aggravation 
thereof. This, associated with our negative 
experience as regards liver damage, seemed 
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to indicate that if such damage does occur 
it must be rare and due to idiosyncrasy in 
the individual patient. 

Of the six patients originally submitted 
to this drug for investigation, all were cho- 
sen because of their evident intractable tu- 
berculous orthopaedic lesions and their prob- 
ability of demise. To date, only one of these 
patients died. He had eight bone and joint 
tuberculous lesions, was tremendously ema- 
ciated and died seven weeks after institution 
of Marsilid therapy, in a markedly improved 
condition, with five of the lesions healed. 
He was overwhelmed with his disease. 

It was early appreciated that not only was 
there control of early tuberculous infection 
but that euphoria was secured, pain mark- 
edly relieved, weight gain induced, tempera- 
ture with infection promptly reduced, and 
wound healing obtained regardless of the 
fact that many of the sinus lesions contained 
not only the tuberculous organism but many 
other forms of bacteria. It was also early 
appreciated that decalcification of osseous 
struture of noticeable extent appeared to 
take place within three months, A transla- 
tion of these benefits and of the osseous de- 
calcification was attempted for a specific end 
in patients with other than tuberculosis. 


Decalcification was attempted, used and is 
now continued in use to remove sclerosis of 
infected bony structure so that contained 
sequestra may be appreciated. The use of 
Marsilid in addition to antibiotics, and in 
cases where organisms were resistant to all 
antibiotics, has been studied and proved of 
considerable help in treatment. This in- 
cludes cases of old osteomyelitis, fresh os- 
teomyelitis and when metal implants used in 
the reduction of fractures became infected. 

Weight gain has been obtained in emaci- 
ated patients. It is a question whether in- 
crease in weight is attained by the normally 
nourished person who takes Marsilid. An 
instance of weight gain in an emaciated pa- 
tient occurred in one patient who had had 
a gastrectomy a year previously and when 
placed on Marsilid gained 20 pounds in three 
weeks. Weight was lost when Marsilid was 
stopped and again occurred on re-instituting 
therapy. Finally, her weight was stabilized 
on 50 mgs of Marsilid a day and has main- 
tained satisfactory recovery. 
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In order to determine the effect of Mar- 
silid in the relief of pain, it was desired to 
get away from the specific action as regards 
infected states. Therefore, its use was at- 
tempted in metastatic tumor lesions. It was 
found that some euphoria was produced in 
patients with carcinomatous metastatic le- 
sions, and mild pain relief. In metastatic 
lesions of mesodermal tumors the pain relief 
was dramatic and continued with the use of 
Marsilid accompanied by moderate euphoria. 
No influence as to the tumor itself or its 
progress was demonstrated and all such 
cases terminated in the usual manner. 


By chance one patient who had a lupus 
erythematosus was treated with Marsilid for 
another condition and the lupus erythema- 
tosus cleared up and has remained quiescent 
since. Other cases of acute lupus erythema- 
tosus have been similarly treated with sim- 
ilar satisfactory results. The chronic lupus 
erythematosus has been noted to improve, 
though the deep scarring remained. On this 
basis and with the knowledge that lupus 
erythematosus is one of the collagen dis- 
eases, plus the fact that no keloids were seen 
to develop in operative scars in tuberculous 
patients being treated with Marsilid, the 
drug was used for keloids resistant to x-ray 
and recurrent on excision. This has been 
moderately successful as to the reduction of 
the size of the keloids and markedly success- 
ful as to reduction of the burning, itching 
and other sensitivity experienced by the pa- 
tient. Not enough cases are at hand to be 
certain what the action is in this direction, 
or as to the length of the benefits secured. 


Since Marsilid seems to have a marked 
metabolic effect, we surmised that it might 
be used in gout. In the three patients in 
whom we attempted its use for this condi- 
tion, failure ensued. This suggests to us that 
if one uses Marsilid for a specific beneficial 
effect noted, namely—relief of pain, weight 
gain in emaciated patients, wound healing 
(as an adjuvant), temperature reduction 
where infection exists and control of scle- 
rosed osseous lesions, success may be ex- 
pected in a satisfactory percentage of in- 
stances. The use of this drug along the 
above lines provides quite a wide spectrum 
of diseases in which it may be employed. 
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Discussion: Is Marsilid a Dangerous Drug? 


Dr. Mattia: It is rather difficult to draw 
any conclusions with a drug that behaves 
as this one. It is difficult indeed to seek out 
the answers since in any group of patients 
significant changes will be found. Unless 
you can get a series of tens of thousands of 
patients the results will not be statistically 
significant since the incidence of hepatic 
complications is so low. For example, we 
did take a group of 30 patients in one study. 
Before we started treatment some of them 
had elevated transaminase levels, others had 
normal transaminase levels, and some had 
low levels. The results were highly variable 
and inconclusive. Some of the levels came 
down while on Marsilid therapy. Some of 
the levels went up. It certainly provided no 
help as to what was happening. We do feel 
today, though, that either the serum trans- 
aminase or the isomerase levels are prob- 
ably the best test to employ but we would 
not want to state that positively. We are 
continuing these big batteries of tests at sev- 
eral institutions, trying to find out which 
tests are best. I think the experiences of 
the doctor were certainly the experiences 
of some of the other physicians who have 
reported to us. 

As to treatment, your experience with 
ACTH has been the experience of another 
physician in England who recently reported 
that a seriously ill patient did well following 
ACTH. On the other hand, I had contact 
with a patient who was doing extremely 
well, was about to be discharged when the 
physician began Cortisone. The patient sud- 
denly went down hill. It makes me wonder 
and suggests that we should move cautiously 
with steroid therapy. 

Rheumatologists who have had consider- 
able experience with this drug invariably 
give steroids with Marsilid and for some un- 
known reason they have not observed any 
serious hepatic complications. One should 
be guided by the particular problem and em- 
ploy the usual therapeutic measures when 
hepatitis develops. It is too early to draw 
any conclusions as to adequate therapy. 

Dr. Nathan §. Kline: “Dangerous origin- 


ally meant power, control. The current usage 
means full of risk, perilous.” 

In the dictionary of synonyms Mr. Web- 
ster says: ‘Dangerous is defined as applied 
to persons or to things that should be or are 
treated with exceeding care because contact 
with them or use of them is unsafe.” 

On the basis of Webster’s definition I would 
certainly give a very hearty no as the answer 
to our subject question “Is Marsilid a Dan- 
gerous Drug?” Marsilid is not a dangerous 
drug in the sense of being something that 
one should avoid using. It is true, certainly, 
that it is a potent drug which carries with 
it the caution that it be used with care. 

Our difficulties, I think, arise in part from 
the fact that the original so-called tranquil- 
izers had extremely low toxicity and many 
practitioners fell into the habit of regarding 
them as innocuous preparations, with which 
one was unlikely to do any harm. When 
Marsilid came along, it was treated in much 
the same manner and most of the difficulties 
in my opinion arise from the fact that the 
drug is not used with the respect due it. 

I think Marsilid is certainly the most po- 
tent of the psycho-pharmaceuticals that 
have come along to date, that it is probably 
in terms of usage, in a class with a drug like 
digitalis, or insulin in the treatment of dia- 
betes. Further, it is a drug which requires 
individualization of dosage. One can start 
off at various levels but one cannot put the 
patient on the drug and go on a two months’ 
vacation and assume that everything will be 
fine when the physician returns. 

As to side effects, the question of liver 
toxicity is one on which we ventured opin- 
ions in the past. There is a very curious 
fact which has been pointed out, that ap- 
parently the incidence of liver reactions in 
the schizophrenics is considerably higher 
than in other parts of the patient population. 
I spoke with Dr. Selikoff about it a few 
weeks ago and he mentioned they had run 
11,000 liver function tests at Seaview Hospi- 
tal and I believe he said none of them had 
shown any abnormality. In contrast, we 
have run several thousand at Rockland State 
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Hospital as baseline studies prior to placing 
the patients on drugs of any sort. We rou- 
tinely use four liver function tests on each 
patient, repeat each of them at one week in- 
tervals. Our findings to date indicate that 
roughly one out of four tests at least is out- 
side of the normal range in 85 per cent of 
the schizophrenics. So one has a right to 
raise questions as to whether the liver itself 
may not be primarily or secondarily involved 
in the schizophrenic process. It also empha- 
sizes the fact that studies which are done, 
in which base lines were nct obtained, in pa- 
tients of this type, are practically worthless. 

The finding of a positive liver function test 
if you don’t know what it was before means 
nothing. You have no right, particularly 
in psychiatric patients to assume that it is 
within normal limits. In private practice 
probably the hypotensive effect is more an- 
noying than is the rare danger of liver tox- 
icity, and the use of one of the stimulants, 
amphetamine or others of the psychomotor 
group seems to help in countering this. 

The reason, I gather, people talk about 
other aspects of the use of Marsilid is that 
there is little to say on the specific question 
of being dangerous. We still feel the 150 
mg. dose is preferred as the starting point 
in most cases and I would certainly concur 
with Dr. Mattia that we have seen no evi- 
dence that the high dosage induces more 
toxicity than does the low dosage. 

We feel further that as soon as the pa- 
tient begins to show a favorable response 
the drug should be reduced. This is our 
method of treatment: to start with high 
doses and after a response, to cut down. 

The other procedure is slightly illogical, 
if the pharmacology is correct. Marsilid is 
a cumulative drug and presumably favor- 
able effects are not obtained until the re- 
quired blood level is reached. The rational 
thing to do is to reach the suitable blood 
level as rapidly as possible and then to main- 
tain it by proper dosage. I have seen at 
least half a dozen private patients treated 
at the start with 50 mg. without response 
and upon raising the dose to 150 mg. showed 
very satisfactory results. I am not con- 
vinced on evidence that has been presented 
here or elsewhere that this is not the proper 
way of administering the drug. 
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I would further disagree with my good 
friend, Leo Alexander, as to his designation 
of what one might call broad spectrum an- 
tipsychotics. I think that the use of Marsi- 
lid is not nearly so specific as his remark 
would seem to indicate. 

It is our feeling that there are in the class 
of what we have called psychoactivating 
drugs three principles of drug action, first, 
the psychomotor stimulants, second, what 
we have designated as _ psychostimulants, 
which have the effects of stimulating with 
minimal side motor reactions, and finally, 
the psychic energizers. They seem to dif- 
fer considerably in their action. The psy- 
chomotor stimulants are easily recognized 
because of the motor side effects. The dif- 
ferences between the psychic stimulants or 
psychostimulants and psychic energizers oc- 
cur at both the psychological and physiolog- 
ical levels. The blood pressure goes up in 
one group and down in the other. The ap- 
petite is usually decreased by the psycho- 
stimulants and increased by the psychic en- 
ergizers. The psychic stimulants, if given 
in adequate doses are, more rapid in their 
onset and also are easily given in a sufficient 
dose to produce euphoria, Euphoria with the 
psychic energizers is extremely rare. In the 
few cases that I have seen, it usually oc- 
curred after someone has had a prolonged 
depression which is relieved by a psychic 
energizer and there was a rebound phenom- 
enon for a matter of a few days or a week 
in which the patient was euphoric, I think, 
more on the basis of relief from the depres- 
sion than from any direct action of the drug. 
Larger doses of psychic energizers do not 
seem to bring about euphoria. You reach a 
certain level and there you stay, regardless 
of the dosage. This is not true of either the 
psychomotor stimulants or the psychostim- 
ulants. 

I would further point out in a depressed 
patient there are three ways of relieving 
depression. I think that this has led to 
some confusion. There is obviously the 
group of psychic stimulants which would 
include psychomotor stimulants and psy- 
chostimulants, which act to cause increased 
reactivity, usually pressure of speech, flight 
of ideas, the other characteristics that go 
with overstimulation. Sometimes if the de- 
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pression is not severe the patient can be 
temporarily brought up to a functional level 
with psychic stimulants. If the patient’s re- 
cuperative power is good, he may be able to 
hold the gain. However, if it is not good 
then even with continued use of the psychic 
stimulants the patient falls back. There is an 
exhaustion apparently of whatever reserves 
the patient has. Once these reserves have 
been used up, the psychic stimulants fail to 
produce any reaction, 


With the psychic energizers this is not the 
case. The usual signs of overstimulation are 
absent. The patient even after long usage 
retains the effect. We now have patients on 
this type of drug for almost two years and 
there is no evidence that their effectiveness 
has worn off. 


The third way of relieving depression is, 
I think, what has caused the most trouble. 
Some patients who have most of their en- 
ergy bound up in the neurotic, psychotic 
process, if given appropriate ataractics or 
even sedatives are often able to release the 
bound-up energy and the patient clinically 
shows relief of depression. This, however, 
is by an entirely different mechanism than 
with the first two types of drugs. 


Dr. Leo Alexander: Dr. Kline has brought 
up the important point of psychophysiology. 
There are various ways in which a depres- 
sion can be treated. I would like to call one 
process an extinctional process. You can 
either treat depression by extinction or do it 
by what you call energizing. Electroshock 
certainly works by the extinction process 
and this therapy has been uniquely effective. 
Morphine or derivatives are the oldest treat- 
ment for depression. That is an extinction 
process. Lewenhock as early as 1931 used 
atropine intoxication and used the activating 
process. These two approaches will always 
be with us and the important thing is to de- 
cide which to use. Depressions are differ- 
ent. We can distinguish group types and 
groups of depressions and I thought that 
Marsilid is particularly good in the inert 
‘type while the extinction treatment is more 
useful in other types. 


Dr. Eugene R. Jolly: In the past few 


months we have had a great deal of interest 
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in the subject question and despite what I 
have heard tonight I still think it is a prob- 
lem. We have to be realistic. We have 
heard statistics. They would indicate that 
the drug is no more dangerous than many 
other drugs that are on the market. Nev- 
ertheless, as we are all aware as clinicians, 
each statistic is an individual. We have 
studied Marsilid and we have studied the 
problems of the side-effects of Marsilid since 
1951, when it was first brought to our at- 
tention. We were aware of its potential 
side reactions. We were wary of them. Dr. 
Ernie King contacted individuals who had 
been working with this drug in the field of 
tuberculosis and in other fields and talked 
to them. The process of evaluating this 
drug extended over a period of three years 
and it was not till 1955 that the Food and 
Drug Administration released this drug to 
the clinicians for public use. It was realized 
that it was potentially a dangerous drug 
and I use that word advisedly. We recog- 
nized the fact that it had many adverse ef- 
fects. We recognized that hypotension in 
some cases could be severe. We recognized 
that motor stimulation occurred in many pa- 
tients on high dosages. We recognized that 
it had many other side-effects. These cau- 
tions were reflected in the brochures that 
were authorized for distribution. 


Since the very beginning, close supervision 
of the patient has been recommended. This 
has not been continued throughout the 
years. We felt, however, that the drug was 
a very important agent in tuberculosis. On 
the basis of Dr. King’s personal interviews 
and on the basis of the material we had at 
hand, we did not recognize hepatic toxicity 
as a potential danger with this drug. There 
were scattered reports of hepatitis through- 
out this period. They were not associated 
with Marsilid. They were few in number. 
The animal toxicity studies that were sub- 
mitted with the drug did not indicate that 
the drug was potentially hepatotoxic. 


In February of this year we became 
acutely aware of the problem, when the gen- 
tlemen from Hoffmann-La Roche were kind 
enough to come to us and furnish us with 
data showing that there had been some cases 
of hepatitis reported with this agent. 
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I want to say right now that since that 
time the co-operation with this firm has 
been excellent. They have furnished us with 
material at our beck and call. We have had 
absolutely no problem in obtaining any data 
which Hoffman-La Roche had available. 

When one receives data of this sort, and 
we frequently do, with many drugs, the first 
thing that one considers is association, since 
case reports such as we receive very seldom 
completely indict a drug. But we must worry 
about association and when association with 
the drug and a particular reaction becomes 
excessive, then we must assume that there 
is a problem and we must decide what to do 
about it. 

The process of evaluating the side effects 
from Marsilid, particularly this side-effect, 
took a period of about a month. In the early 
days we were not convinced that the drug 
could produce hepatitis but we did not de- 
bate that fact. What we were interested in 
was efficacy. Classically the Food and Drug 
Administration does not rule on efficacy but 
whenever there is a problem of toxicity then 
of course efficacy and safety are tied to- 
gether. 

We may release a drug which is poten- 
tially toxic if it is efficacious. We would be 
derelict in our duty to deny the public a drug 
which is quite efficacious for the reason 
that it may produce an occasional lesion of 
some important tissue. This was the prob- 
lem and this is the tack we took. 

In the majority of cases I became con- 
vinced that the drug was efficacious. I 
should restate that. In the majority of the 
interviews that I had with clinicians and 
investigators, it was apparent that they felt 
that the drug had utility in the sphere of 
which we are talking. However, to compli- 
cate the problem, I must state that the opin- 
ions range from extreme negative to ex- 
treme positive. They ran the gamut of those 
who felt the drug was useless, extremely 
toxic, to the other extreme where one had 
the idea that this was indeed not only a rev- 
olutionary drug but one of the greatest 
drugs ever produced. So with such con- 
flicting opinions one has to decide which is 
right. Either may be right but the chances 
are a happy medium exists. In selected cases 
this drug may be useful. 


We feel, in the Drug and Food Adminis- 
tration, at the present time, on the basis of 
information that we have at our disposal, 
that the drug should be used in those pa- 
tients in which the anticipation of therapeu- 
tic benefit outweighs the risk involved in us- 
ing it. We must be realistic. We must rec- 
ognize the risk. One per ten thousand does 
not seem like a high figure. 

May I, however, make a statement that 
we are by no means sure of this figure. The 
incidence could be higher. It could be as 
high as one per thousand. It could be higher 
than that. On the other hand, it could be 
lower. The statistics that we have are not 
accurate enough for us to make even an ap- 
proximate evaluation of the risks involved 
in regard to hepatic toxicity. 


Dr. Leo Alexander: I might just ask the 
first question. I have seen two cases in 
which non-jaundice liver damage occurred, 
which seemed to be an interference with the 
galactose mobilizing function of the liver, 
appearing as a sort of hyperinsulinism, flat 
sugar tolerance curve. I wonder whether 
anybody else has seen that. Dr. Mattia or 
Dr. Bagdon, have you seen any interfer- 
ence with liver function other than jaundice, 
namely, galactose mobilizing function of the 
liver producing a flat sugar tolerance curve? 


Dr. Bagdon: I can answer for the animal 
data, we have seen no alteration in carbo- 
hydrate metabolism in animals. 


Dr. Train: Including the list of complica- 
tions, I did not see mention of any complica- 
tions pertaining to myocardial infarction, 
hypertension, or severe vascular disorder. I 
have one case of myocardial infarction due 
to Marsilid, which was reported in Monte- 
fiore Hospital a few months ago. I have seen 
roughly five cases, five individuals whose 
blood pressure went up from 110, 120 to 180, 
190 in a few weeks. I have seen at least 
seven or eight patients with poor circulation 
in the lower extremities, one patient who de- 
veloped severe edema, not ankle edema but 
edema around the toes, dorsum of the foot, 
ecchymoses, and so on. I have not seen a 
single case of toxic hepatitis, I have seen 
many cases with severe vascular disorders 
and patients with disturbances of blood pres- 
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sure; hypotension in many cases; hyperten- 
sion in a few cases and great lability of blood 
pressure, varying from hypotension to hy- 
pertension in a number of patients. 


Dr. Theodore R. Robie: I have seen one 
case of temporary hypertension. That case 
was proven to be due to the excessive degree 
of constipation and relieved within a period 
of two days when adequate catharsis was 
induced. I have reported universal hypoten- 
sion. With people who are normotensive to 
begin with, there is very considerable de- 
gree of hypotension. I agree with Dr. Kline 
that we should start with a dose of 150 mg. 
In an occasional case where we are a little 
fearful we may start with less. 


I wonder if in these cases that have been 
reported there was a factor of excessive con- 
stipation. Everybody knows that the drug 
produces increased constipation and if it is 
not watched you may get new troubles. It 
was pointed out, that somebody in Boston 
is using saline cathartics with success. 


Dr. V. J. Mattia: I was intrigued by the 
comments about treating constipation in- 
duced by Marsilid. I remember when the 
ganglionic blocking agents first came out for 
the treatment of hypertension one of the 
problems was the sudden drops in blood 
pressure which occurred from drug accu- 
mulation in constipated patients. The newer 
ones such as mecamylamine are completely 
absorbed orally so drug accumulation is sel- 
dom encountered. 


I am also somewhat interested in Dr. 
Train’s observations that Marsilid caused a 
myocardial infarction in a patient. It is 
certainly true that for decades we have ac- 
cepted the theory that marked reductions in 
blood pressure in patients with coronary ar- 
tery disease may induce an occlusion. I 
would be hard put to state emphatically 
from experience in one patient that any drug 
or drugs was responsible for the develop- 
ment of a coronary occlusion. It seems to 
me that it will take more time before you 
can conclude that the occlusion which de- 
veloped during the course of therapy was 
due to that drug. 


Dr. T. R. Robie: I would like to know what 
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is the safest way to control the edema? Why 
do we have the edema anyway? 


Dr. Mattia: It should be pointed out, 
first of all, that we don’t know precisely 
why edema occurs. We wish we had this 
answer. It may be that with Marsilid we 
are permitting serotonin to circulate longer. 
Serotonin apparently has antidiuretic ef- 
fects. Electrolyte alterations are apparently 
not responsible. It is not due to the electri- 
cal discharges for we have followed these 
patients very carefully. 

As to the treatment, in most cases reduc- 
tion of dosage or discontinuation of therapy 
promptly clears up the edema. We certainly 
have had many recommendations on the ef- 
fective use of chlorothiazide but I assume 
that other diuretics will work equally well. 


Dr. Jolly: I don’t believe anyone has the 
answer as to why the edema occurs. This is a 
side effect which has occurred and no one 
has ever given a reasonable explanation for 
it. Of course Diural and similar substances 
are not innocuous and in some cases produce 
central nervous system effects. 


Dr. Ornstein: We rarely had that compli- 
cation. It may occur but we did not see it 
in our 101 cases. 


Dr. Charles Buckman: I do not want to 
talk about edema in particular. We have 
had two cases of severe jaundice and they 
both came on very rapidly, within 48 hours. 
One ended disastrously but the other one is 
coming along all right. In each instance we 
were not able to detect the situation early 
by any of the known liver function tests. 
However, we are able to detect liver pathol- 
ogy in say, chlorpromazine or some of the 
other drugs. I am wondering whether there 
is any test that we can do to foretell liver 
damage caused by Marsilid, as we can with 
ataractic drugs. 

The other point is that in the jaundice, the 
first clinical sign of trouble seems to come 
roughly 24-48 hours after administration. Is 
it possible that the cumulative action of the 
drug causes it? 


Dr. Alexander: I think that prevention 


of liver damage and the treatment is the 
central problem. As to the prevention, I 
don’t know, although we now do liver tests 
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before putting patients on treatment. In one 
particularly severe case of the three that oc- 
curred the patient did very poorly. She was 
close to moribund, Giving ACTH seemed to 
pull her out and she made an uneventful re- 
covery. 


Dr. Bagdon: We did take a group of 30 pa- 
tients and before we started treatment some 
of them had elevated transaminase, others 
had normal transaminase, some had low 
normals. Some of those who were elevated 
came down while on Marsilid therapy. Some 
of the normals went up. Some of the sub- 
normals went up. Some went even lower. 
It certainly provided us with no help as to 
what was happening. We do feel today, 
though, that either the serum transaminase 
or the isomerase levels are probably the best 
test to employ but we would not want to 
state pos.tively that this is so. We are 
merely continuing these big batteries of 
tests at several institutions, trying to find 
out which one will be efficacious. I am in- 
clined to agree that in the fair number of 
patients the course is extremely rapid. I 
think that the experiences related here were 
certainly the experiences of some of the 
other phys:cians who had reported to us. 


As to treatment, it was reported by an- 
other physician in England recently that a 
patient seriously ill from the effects of Mar- 
silid did recover with ACTH. On the other 
hand, I had a personal contact with a patient 
who was doing extremely well, was about 
to be discharged and the physician began 
cortisone and the patient suddenly went 
down hill. 


On the other hand, rheumatologists, who 
have had considerable experience with this 
drug, invariably give steroids with Marsilid 
and for some reason they have not observed 
any cases of hepatitis. I think the best thing 
is to be guided by the particular case and to 
use the usual measures when hepatitis does 
develop. 


Dr. Kline: We have not had too much ex- 
perience with the steroids because, thank 
goodness, we have not needed it, but Douglas 
Goldman in Cincinnati has reported the use 
of 12.5 mg. of cortisone once or twice a day, 
particularly if there is severe hypotension. 


He continues the Marsilid, adds the corti- 
sone and finds it extremely effective. 

As far as what is happening is concerned, 
we have published a number of times that 
the reserpine and phenothiazine derivatives 
reduce resistance to infection and this has 
also been observed in animals. If the pa- 
tient on either reserpine or a phenothiazine, 
develops a bacterial infection, he usually has 
it more severely and needs more vigorous 
treatment. This is true with these patients 
in respect to diabetic crises, cardiac decom- 
pensation or almost any of the ordinary 
medical disasters. We have not, however, 
noticed anything unusual about response to 
viral infections. It may be that this is what 
is going on with the Marsilid; that there is 
resistance to viral infections, just as there 
appears to be decreased resistance to bac- 
terial infection with the drugs which do the 
opposite. It makes a nice counterbalance, 
anyhow. There is probably a cumulative 
effect with at least some evidence that liver 
function in many of these patients is dis- 
turbed to begin with. The added factor is 
that possibly resistance to viral infection is 
lowered. By way of prophylaxis if this is 
true, one might be able to use gamma globu- 
lin as suggested by Dr. Barondess. Obvi- 
ously in an area where there is any epidemic 
of infectious hepatitis, Marsilid should not 
be used until the epidemic subsides. 


Dr. Bagdon: I would like to say in regard 
to the animal studies that we have not seen 
liver toxicity even when very high doses 
have been employed. A large part of our 
research program in the toxicology group is 
devoted to finding a sensitive liver function 
test which is not currently used. Presently 
we are emphasizing serum transaminase. We 
hope to enlarge the research program to 
include other enzyme systems which might 
reflect liver function. 


Dr. Bosworth: The case we saw that had 
jaundice was the case I showed you due to 
mechanical pressure. We noticed it in the 
first 137 cases. We ran three liver function 
tests continuously every week for several 
months and we got some minor alterations 
in liver function, and finally we came to dis- 
regard them. We saw those things fluctu- 
ate, sometimes a little rise, and sometimes 
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down again and we got to paying no heed at 
all to them. We also had a case of Laen- 
nec’s cirrhosis, which was pretty bad, be- 
cause of resistance to infection. We healed 
the infection on Marsilid, got no change in 
liver function test, despite the Laennec’s cir- 
rhosis. We took the patient off the Marsilid 
and saw no change in the liver function test 
and now the patient is on 2 mg. per kilo- 
gram. We don’t fear permanency of dam- 
age to the liver. There may be some tox- 
icity from time to time which is added to 
the toxicity of their diseased bodily condi- 
tion. We don’t fear any permanency in this. 
Our total number of cases is now approxi- 
mately 500. 


Dr. Alexander: I agree with what Dr. 
Bosworth said. This one case is anecdotal. 
This was a patient of the central nuclear 
group. This man had 57 electroshocks with- 
out improvement. He was really an inert 
type. He had an abnormal liver and was 
like these types of depression. He ate all 
day, slept most of the time and could not go 
out and work for five years. In desperation 
we saw no other hope for this man. He was 
put on Marsilid and he has done beautifully. 
He is now selling automobiles. So that in 
this case we really took a calculated risk. 


Dr. Mattia: In England recently one of 
the foremost hepatologists reported on her 
experiences administering Marsilid to eight 
patients with severe liver disease. The pa- 
tients did not show an improvement in their 
mental state but interestingly enough in 
none of the patients did the hepatic state be- 
come more sever.e Some of these patients 
were even in hepatic coma. 

In addition we have had physicians report 
on the treatment of chronic alcoholics with 
severe cirrhosis who have not had an aggra- 
vation of the underlying liver disease. These 
incidents are mentioned to point out how 
perplexing the problem is and how difficult 
it is to draw any conclusions, However, it 
is my opinion that Marsilid is contraindi- 
cated in the presence of liver disease. 


Dr, Alexander: In my case the medical 
consultant told me facetiously he disap- 
proved of euthanasia. I said, “Not euthana- 
sia. I was merely taking a calculated risk.” 
It worked out. 
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Dr. Ornstein: May I say in the 101 cases 
on which we reported we did liver tests re- 
peatedly. Even when there was evidence 
of liver damage, it was never treated. They 
were all free of and never developed any 
liver disease. 


Dr, Alexander: How many deaths have 
been reported from Marsilid use? 


Dr. Jolly: There has been reported to us 
to date 33 out of a total number of cases es- 
timated at, I would say, approximately 400,- 
000 plus or minus 50,000. I do not make 
any statement that these deaths were due 
to Marsilid. This is merely the association 
rate. 


Dr. Train: I have to qualify “patients.” I 
gave Marsilid to several terminal cases, one 
of whom died when given Marsilid. I don’t 
know if the Marsilid accelerated the end. 


Dr. Alexander: We should limit the de- 
scription “to previously healthy depressed 
psychotic patients.” 


Dr. Kline: It is important that those who 
have had poor results with Marsilid should 
take into consideration that the drug is an 
extremely strong potentiating agent. Using 
other medications at the same time can com- 
pletely nullify the beneficial effects of Mar- 
silid. Doses of any of the phenothiazines 
have to be radically reduced. Many of the 
poor results that I have seen are with pa- 
tients who were on other medications such 
as hypnotics. Sleeping medications at times 
will give a hang-over for two or three days. 
Patients not removed from, or given greatly 
reduced doses of other medications cannot 
be properly evaluated. Failure of response 
should lead to close inquiry as to whether 
other drugs, irrespective of the smallness of 
dose, may not be interfering. There is also 
the paradox that at times excessively large 
doses of Marsilid alone may produce leth- 
argy. As indicated previously, individuali- 
zation of dose is the key to successful treat- 
ment. Contrary-wise there are cases where 
the reverse happened. There are, then, other 
factors involved. It is all a matter of the 
manner in which cases are selected. In the 
institutional setting this is altogether differ- 
ent from the method that may have to be 
used in private practice. For instance, the 
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agitated depressed patient, who is a suicidal 
risk is a source of great concern within a 
family group. With such a patient one can- 
not afford to wait three or four weeks. Also, 
putting aside the environmental factors, 
the manner in which we ordinarily are ac- 
customed to extract cases for a _ specific 
mode of treatment has to be considered. I 
think that Deprol may possibly be useful 
in the management of the neurotic depres- 
sion. My experience, on the other hand, 
with the management of a depression that 
requires shock treatment is altogether a dif- 
ferent story, and while Marsilid is effective, 
our early work with Deprol would not sup- 
port its use with more severe cases. 


Dr, Alexander: My experience would in- 
dicate that the more neurotic patient, a type 
three, rather than a type six, is a candidate 
for Marsilid use. This drug covers an en- 
tirely new and specific area in the spectrum 
of depressive and pseudo-depressive _ill- 
nesses. 


Dr. Hand: Of course the more neurotic is 
not the type of patient in the first place who 
has responded well to shock therapy. 


Dr. David Impastato: I should like to make 
an observation. The death rate with Mar- 
silid is reported as less than one in four 
thousand patients. On the other hand, the 
death rate in electroshock therapy is one in 
one thousand patients. From these observa- 
tions, insofar as the complication of death 
is concerned, it appears safer to use Marsi- 
lid than electroshock. 


Dr. Alexander: One cannot be sure that 
the death rate with iproniazid is one in four 
thousand. My rate is one death in fifty-two 
patients. Three patients in addition had se- 
vere liver damage. 


Dr. Impastato: In estimating the death 
rate we cannot consider a small number of 
patients treated by one doctor. We can ac- 
cept as valid only the overall rate based on 
the treatment of a great many patients. 


Dr. Jolly: I do not think that we have a 
valid statistical evaluation of the death rate 


with Marsilid. Right now it would appear 
that Dr. Impastato’s evaluation is correct. 

Dr. Hand: I would like to point out one 
factor that has not been mentioned in con- 
nection with jaundice. In the management 
of patients, we have been giving many in- 
jections. To what extent has there been a 
transmission of jaundice by the use of im- 
properly sterilized needles? 


Dr. Alexander: This is an important point. 
In a study made by Dr. Seel at the Beth 
Israel] Hospital, he traced much of the jaun- 
dice to the injections. For this reason I 
think a good study on the occurrence of 
jaundice after Marsilid medication must take 
this fact into account. 


Dr. Gahagan: I have made several in- 
quiries about Marsilid from many reliable 
sources. I will refer to two of the replies. 
Dr. Eugene R. Jolly, New Drug Branch, U.S. 
Department of Health, Education and Wel- 
fare, who was one of the speakers at the 
meeting, writes in a letter, dated July 23rd, 
that ‘‘there have been reported to us to date 
180 cases of hepatitis associated with Mar- 
silid therapy with, approximately, a 20% 
mortality figure.” 

In a letter, dated July 22nd, Dr. Henry 
Brill, Assistant Commissioner, New York 
State Department of Mental Hygiene, writes: 
“The Department of Mental Hygiene insti- 
tutions in New York State ceased using this 
drug at the time of the recent unfavorable 
publicity. Previous to this it had been un- 
der trial in various conditions and in dos- 
ages up to about 150 milligrams per day. 
There were a number of cases of jaundice 
and the newspapers reported two deaths in 
our cases which we reported to them when 
they became interested in this entire mat- 
ter.” 

It is my opinion that the use of Marsilid 
is not justified because of the severe and 
sometimes fatal liver injury which the drug 
may induce. Or, perhaps, this might be mod- 
ified by saying that its use is justified only 
when EST and other accepted therapeutic 
measures have failed. 
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Suicidal Risk in a Municipal General Hospital 


JACOB H. FRIEDMAN, M.D., and REMO CANCELLIERI, M.D. 


Suicide is considered an anti-religious act 
and bears social stigma. Attempted suicide 
is punishable as a crime in England and in 
some jurisdictions of the United States. The 
stigma attached to suicide appears so over- 
whelming, that there is no mention of such 
a category in the latest edition, 1952, of 
“Standard Nomenclature of Diseases and Op- 
eration.” However, in psychiatric diagnoses, 
under manifestations, suicide can be re- 
corded. To our knowledge, in annual hos- 
pital reports, suicidal attempts are not men- 
tioned. It is therefore difficult even to es- 
timate the number of suicides that occur an- 
nually. Nevertheless, Karl A. Menninger’ 
states, “once every minute or even more 
often someone in the United States kills him- 
self or tries to kill himself with conscious 
intent. Sixty or seventy times every day 
these attempts succeed.”’ On the other hand, 
Oliven,’ quoting the United States Public 
Health Service and the Metropolitan Life In- 
surance statistics, states that about 100,000 
suicidal attempts are made annually in the 
United States, of which 16,000 are success- 
ful. When suicide does occur, the family 
tries to conceal the fact. However, if a pa- 
tient is in a hospital at the time of suicide, 
the family frequently projects the blame of 
the suicidal act on to the hospital. The hos- 
pital is then subject to a malpractice suit, it 
being claimed that the patient was mentally 
or emotionally ill, and insufficient precau- 
tions were taken to prevent such an act. The 
psychiatric hospital is constructed, designed, 
equipped and medically staffed to recognize 
and treat the potential suicidal patient. De- 
spite these elaborate precautions, 32 sui- 
cides were reported in ten thousand admis- 
sions in a state hospital for the mentally 
ill, between 1936 and 1949.* Banen‘ reports 
23 successful suicides at the Veteran’s Ad- 
ministration Neuropsychiatric Hospital at 
Bedford, Massachusetts, between 1928 and 
1953, but 12 of these patients were on fur- 
lough or on pass from the hospital. 





Fordham 


From the Neuropsychiatric Service, 
Hospital, New York City, N. Y. 


There is a trend toward psychiatric units 
in the general hospital, but the psychiatric 
unit remains separate and apart from the 
rest of the hospital, and the psychiatric pa- 
tients are kept under maximum security. 
Paradoxically, despite the suicidal risk, a 
few progressive administrators of mental 
hospitals are unlocking the wards housing 
the disturbed patients, making the entire 
mental hospital a so-called open-door hospi- 
tal, with gratifying results.°° 


A marked fear of the hospital adminis- 
trator, both in the psychiatric and the gen- 
eral hospital, is the suicidal potential of the 
psychiatric patient. Elaborate provisions 
against suicidal attempts are routine in the 
mental hospital. When a suicide does oc- 
cur, detailed investigation always follows to 
determine if there was any negligence by 
personnel or insufficient precautions. Such 
procedure guards the hospital from bad pub- 
licity and serves as a defense against a mal- 
practice suit. 


The municipal general hospital cannot 
provide on its wards the elaborate precau- 
tions taken by the mental hospitals to pre- 
vent suicide, especially when no distinction 
is made as to grouping of patients in rela- 
tion to mental and emotional status. In such 
hospital, if a patient is suspected of being 
suicidal, he is placed near the nurse’s desk, 
with rails on the sides of the bed. These are 
the only practical precautions taken in a 
municipal general hospital in respect to the 
suicidal patient. It is generally believed’ 
that once a person actually attempts suicide, 
he is a potential repeater, Therefore, we 
have taken as our criteria of suicidal pa- 
tients, those who have attempted previously 
to take their life. 


We reviewed the charts of all patients in 
Fordham Hospital from 1954 through 1957 
who were admitted for ingestion of poisons, 
such as, barbiturates, paraldehyde, Miltown, 
Separine, Thorazine, aspirin, Anacin, Dem- 
erol, morphine, heroin, codein, atropine, ben- 
zedrine, potassium permanganate, sodium 
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fluoride, iodine, mercurochrome, bromides, 
insecticides, furniture polish, cleaning fluid, 
rubbing alcohol, shaving lotion, gasoline, 
ammonia, lysol, lye and arsenic. There were 
ten cases of asphyxiation by carbon monox- 
ide. Although there were patients who at- 
tempted suicide by the use of firearms, stab- 
bing, jumping from windows, hanging, au- 
tomobile accidents, and drowning, we were 
unable to recognize this type of patient, ex- 
cept four who attempted suicide by cutting 
their wrists. 

Analysis of Data: From 1954 through 1957 
a total of 272 patients had attempted suicide 
prior to admission to Fordham Hospital, 22 
died. The family signed out 154 against ad- 
vice, with the understanding that the patient 
would have the necessary psychiatric care; 
37 patients were discharged to their own 
care, as they were considered a hysterical 
type of individual, with the advice that they 
seek psychiatric care. All these suicidal pa- 
tients, after they recovered consciousness, 
were seen by the psychiatrist. Although ad- 
mitted in a comatose state, many denied sui- 
cidal attempt and were evasive in giving his- 
tories. They stated that they accidentally 
took the wrong medication, that they were 
drunk at the time, that they only took one 
pill, or even denied taking any medication. 
A number admitted the intent of suicide. 

It is notable that not one of these pa- 
tients made a suicidal attempt while in the 
hospital, although their stay ranged from 
one to 21 days, the average being 2.7 days. 
It might be argued that the average stay of 
2.7 days after a suicidal attempt is not suffi- 
cient time to appraise the potentiality of a 
repetition of the act in the near future. How- 
ever, it must be borne in mind that these 
patients did not receive any therapy after 
their recovery from the suicidal attempt. 
Siegal and Friedman‘ point out that the con- 
scious or unconscious purpose of suicidal 
threats and serious suicidal attempts is to 
attain favor, security or other desired out- 
come against an authoritative figure. There- 
fore, a masochistic character thus minded, 
may seek to exact advantage through decla- 
ration of intention or even attempt to inflict 
death upon himself, should his desires be 
thwarted. They coined the term, “succumb- 
ence complex,” when the authoritative figure 
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yields to the demands of the threatening sui- 
cidal or attempted suicidal individual. 

Rubenstein et al.° state that they regard 
attempted suicide, not as an effort to die, 
but, rather, as a communication to others 
in an effort to improve his life. They were 
impressed that of 44 cases, 34 derived 
changes in their life situation, as a result 
of attempting suicide. It would thus ap- 
pear that the unsuccessful suicide attempt 
will not be repeated quickly, at least not 
during his hospitalization in the hospital. 

We have studied histories of 1269 patients 
admitted to the hospital from 1954 through 
1957 with psychiatric diagnosis which run 
the gamut of the entire psychiatric no- 
menclature. No individual or special study 
was made on this group as to whether they 
were actually suicidal. However, it is obvi- 
ous that many were at least potentially sui- 
cidal, Their stay in the hospital was con- 
siderably longer, the average being 21.7 
days. Pollack' analyzed the clinical records 
of 11 hospitalized patients who committed 
suicide while under medical care and ob- 
servation at a general hospital. His pur- 
pose was to suggest possible clues which 
physicians in a general hospital setting may 
use to recognize potential suicide. He con- 
cluded that the older male with a physical 
disability plus an organic psychotic reaction 
should be considered a suicidal risk and pre- 
cautions taken. We cannot agree with this 
study as our group of 606 patients with 
chronic brain syndrome associated with cer- 
ebral arteriosclerosis or with senile brain 
disease, with an average stay of 33.1 days, 
did not attempt suicide during their hospi- 
talization. Of the 1,269 patients with psy- 
chiatric diagnoses, there was no instance of 
attempted suicide while in the hospital set- 
ting. 

During 1954 and 1955 there was no sui- 
cidal attempt made by any patient at Ford- 
ham Hospital. In 1956 there was one sui- 
cidal attempt. In 1957 two attempted sui- 
cides were reported. 


Case Reports 


C.H., age 69 years, male, was admitted to Ford- 
ham Hospital on August 29, 1956, from a nursing 
home, with the complaint of constant pain over the 
bladder region and a bloody urine. History re- 
vealed that he had a transurethral resection for an 
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epithelioma of the urinary bladder in 1955. During 
his present hospital stay he was given supportive 
therapy in the form of anodynes, tonics and hor- 
mones. On October 7, at 5:20 A.M., he had con- 
versed with a nurse’s aide, and then went into the 
bathroom to smoke. At 5:30 A.M. the patient had 
not returned to the ward and a thorough search 
was made. At 6:00 A.M. his body was seen on 
the extension of the pharmacy at the level of the 
first floor, two stories below his ward. He appar- 
ently jumped or pushed his way through a kitchen 
window. He had always been cheerful and alert 
and had adjusted well to the hospital routine. He 
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able to carry on a conversation. He showed no 
evidence of any mental aberration or emotional in- 
stability. On August 11, at 12:15 A.M., the pa- 
tient was not found in bed. However, his bed was 
so arranged, that it appeared as though someone 
was in it. Both side rails were in place. The un- 
screened window, next to his bed, was open and his 
footstool was on the floor beneath the window. His 
body was found in the courtyard, three stories be- 
low. There were no witnesses to the incident and 
other patients were unaware of the occurrence. 
Again, in this case there was no indication that 
this patient was suicidal. 





showed no evidence of any emotional instability or W.B., age 52 years, male, was admitted to Ford- 
mental aberration. There was no indication what- ham Hospital, August 21, 1957, because of pain in 
soever, that this patient was suicidal. the lumbosacral region, which pain radiated down 


J.P., age 78 years, male, was admitted to Ford- the right lower extremity. He was hospitalized, 
ham Hospital on August 6, 1957, because of weak- previously, for four weeks at St. Luke’s Hospital 
ness and frequent bowel movements. He suffered where he had a spinal fusion. He signed himself 
from arteriosclerotic heart disease. In view of his out from St. Luke’s and he was admitted the fol- 
age he was considered seriously ill and was not’ lowing day to Fordham Hospital. While at Ford- 
permitted out of bed. During his five day hospital ham he complained of marked pain, in spite of se- 
stay he appeared calm; he was always rational and dation and administration of narcotics. Neuropsy- 
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chiatric consultation revealed no evidence of any 
mental aberration or any indication that he might 
be suicidal. Novacaine blocks were performed on 
August 28, 29, 30, 31, September 3, 5, all without 
relief. He wanted to sign out again on his own re- 
sponsibility on September 7th. On September 8, 
1957, at 12:05 A.M., the nurse’s aide saw the pa- 
tient getting out of bed and going to a window. She 
rushed towards him, but the patient was already 
on the ledge, and when she grasped him, he struck 
her on the jaw, and she lost her grip on him. He 
jumped three stories, sustaining multiple fractures, 
contusion and abrasions. On his return to the ward 
he was confused and disoriented. Upon consulta- 
tion with the visiting neuropsychiatrist and ortho- 
pedist, he was transferred to Bellevue Psychiatric 
Hospital on September 9th. Although this patient 
had an initial neuropsychiatric examination, the 
neuropsychiatrist found no evindence of mental 
aberrations, and the patient was considered an or- 
ganic problem in relation to his sciatic syndrome. 


These three cases showed no evidence of 
suicidal intent, mental aberration or emo- 
tional] instability, prior to their suicidal at- 
tempt. 

Although our study is detailed from 1954 
to 1957, on review of the records we have 
found no evidence of any suicidal attempt 
at Fordham Hospital from 1951 until 1956. 
It is to be emphasized that for the years 
1951 through 1953 there were 143 patients 
who were admitted to Fordham Hospital as 
a result of attempting suicide prior to ad- 
mission, During the same period there were 
844 patients discharged with psychiatric di- 
agnoses. 


Discussion 

When patients are admitted to a munici- 
pal general hospital, it cannot be ascertained 
who are suicidal unless suicidal attempt has 
been made. It is impractical to take a psy- 
chiatric history of every patient admitted 
to a general hospital. Even if this were 
done, there is no definite criteria to foretell 
which patient would attempt suicide. Psy- 
chiatric patients are not admitted to the 
general wards of a hospital as it is still be- 
lieved that these patients are more prone to 
suicide. In mental hospitals precautions are 
taken for persons who have attempted sui- 
cide or appear suicidal. There is no evi- 
dence to prove that if these psychiatric pa- 
tients were handled in a routine manner, 
similar to the open ward psychiatric pa- 
tient, or to the ordinary patient, that they 
would be more prone to suicide. Wilmer,’’ 
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during a ten month period, observed 939 
male psychiatric patients, naval personnel, 
admitted for ten days to a general psychia- 
tric ward which he called the psychothera- 
peutic community. On admission many of 
these patients were disturbed and quite a 
number were suicidal, but his policy was to 
consider all patients as not dangerous. The 
seclusion room and restraints were not nec- 
essary and sedatives were rarely employed. 
Emphasis was on social factors of tranquil- 
ization rather than chemical tranquilizers. 
No suicide was reported in this series of pa- 
tients. Moll, in the discussion of Ozarin’s"’ 
paper concerning architectural structure in 
relation to space in general hospital psychia- 
tric wards, states that in the psychiatric de- 
partment of the Montreal General Hospital, 
“we have no locked doors nor even security 
screens on our windows and yet the depart- 
ment is situated on the fourth floor. All 
windows can be opened and the patients are 
allowed complete freedom to circulate wher- 
ever they may wish, even though some of 
them are actually disturbed, severely de- 
pressed or entertaining suicidal intent.” 


In 1792 Pinel liberated the mental patients 
from chains. However, except for a few 
mental hospitals, the suicidal patients are 
still kept under close observation and maxi- 
mum security, isolated from the remainder 
of the medical community. Psychiatric 
units have been established in the general 
hospital, but they function separate and 
apart from the general hospital. Only re- 
cently has there been a movement to have 
psychiatric patients an integral part of gen- 
eral hospitals. At the end of World War II 
there were 176 general hospitals that ad- 
mitted mental patients. According to the 
latest statistics, Bush'* reports that as of 
January 1958 there are 584 general hospi- 
tals that admit mental patients, and 223 of 
these hospitals place the psychiatric pa- 
tients in regular medical or surgical wards. 

If a patient manifests an obvious psychia- 
tric diagnosis he is not admitted to Fordham 
Hospital, the municipal general hospital, but 
sent to a local municipal psychiatric hospi- 
tal. Therefore, it may be said that the cases 
admitted to Fordham Hospital are selected. 
Nevertheless, 1,269 patients with psychiatric 
diagnoses were discharged from Fordham 
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Hospital in a four year period without any 
suicidal attempt during their hospital stay. 
Many, not classified as psychiatric patients, 
were querulous and irritable, requiring a 
psychiatric consultation. They were more 
difficult to manage from an administrative 
standpoint, than the psychotic or psychoneu- 
rotic patient. 


Summary and Conclusion 


1. Of a total of 37,860 patients admitted 
during the years 1954 through 1957 to Ford- 
ham Hospital, a municipal general hospital, 
272 cases were admitted after a serious sui- 
cidal attempt. In the same period 1,269 
cases were discharged with a psychiatric 
diagnosis. 

2. The three patients who attempted sui- 
cide during the years 1956 and 1957, one un- 
successfully, were not psychiatric patients. 
The three attempts were made by jumping 
through a window. 

3. Patients who attempted suicide, prior 
to admission, and those with psychiatric di- 
agnoses, among whom were obviously many 
potential suicides, were not segregated in 
any special ward, but mingled freely with 
the general hospital population. 

4. Patients who attempted suicide, prior 
to admission, did not repeat the attempt 
while in the hospital. 

5. Patients with psychiatric diagnoses did 
not attempt suicide during their hospital 
stay. 

6. In annual reports, the number of sui- 
cidal attempts, successful or unsuccessful, 
should be recorded. 

7. The Standard Nomenclature of Dis- 
eases and Operation should include a cate- 
gory for suicide or attempted suicide. 
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8. The authors believe that patients who 
attempt suicide prior to hospitalization and 
those with psychiatric diagnoses can be kept 
and treated on a general medical and sur- 
gical ward for periods up to thirty days, 
without fear of suicide or of disturbance to 
other patients. 

9. There is no need of any change in the 
suicidal precautions which are employed 
routinely on general medical and surgical 
wards. 
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Discussion of Suicidal Risk 
DR. LOUIS WENDER, N. Y. 


Whether general hospitals should accept mental 
patients or borderline cases, that talk of suicide or 
have attempted suicide, has long been a moot ques- 
tion. From the psychiatric viewpoint there is 
agreement that the risk in accepting these patients 
is minimum. However, there is a medico-legal as- 
pect that the hospital may become involved in legal 
complications. While in municipal hospitals the 
superintendent and physicians may not be held re- 
sponsible, a suicidal attempt or a successful suicide 
in a voluntary or private hospital may give rise to 


a cause of action against the hospital and the peo- 
ple who operate the hospital. Therefore, this prob- 
lem cannot be solved just with statistics. It is the 
responsibility of the community to educate the 
public in order to avoid medico-legal complications. 

This statistical study should have included a 
study of the personality of the individuals and the 
psychiatric problems of the patients at the time of 
their suicidal attempt. After all, the common de- 
nominator among the patients admitted after a 
suicide attempt is one symptom—self-destruction 
and in a short discussion it would be impossible to 
discuss what impels people to suicide. There is a 
measure of agreement among those who stress so- 





ee 





Wee. 


1958 DISEASES OF THE NERVOUS SYSTEM 561 


ciological factors and those who stress psychiatric 
factors, and although the concepts are formulated 
differently, there is general agreement that the 
personality factors are paramount. 


From a psychodynamic standpoint, we have the 
theory of the death drive and the life drive, which 
are in constant conflict. Therefore it is possible 
that in a period of frustration, too intense for an 
individual to endure, the death drive takes the up- 
per hand and the result is an impulsive suicidal at- 
tempt. This corresponds to the theory of the con- 
flict of love and hate. We must also consider the 
hysterical or infantile person who attempts suicide 
to gain advantage or punish the environment. Most 
of the time such people make half-hearted attempts. 
If they succeed, it is just by accident. We are all 
aware of fantasies that children elaborate on when 
they talk of death, how they are lying in their cof- 
fin, and how the family will weep. This mecha- 
nism is later elaborated in older life by suicide. 
These suicides are actually not hostility directed 
against one individual, but rather against the whole 
family constellation. We must recognize, however, 
that no individual can really conceive of himself as 
ceasing to exist. Religions deny death and trans- 
late this denial into concepts of man’s immortality. 
Consciously we realize the inevitability of death 
but unconsciously we do not accept it. 


Successfully carried out suicide is a fairly com- 
mon occurrence in patients suffering from chronic 
physical ailments admitted to a general hospital. 
The act is not as frequent in a hospital for chronic 
diseases. People with chronic ailments face a to- 
tal frustration. Their depression is not superficial; 
it is a deep ego loss. They cannot accept the illness 
with its dependency, while watching others in the 
general hospital improve, and apparently the wish 
to die is superimposed upon the wish to live. In a 
sense, they embrace death before death embraces 
them. Incidentally, as reported by Dr. Friedman, 
these suicides occurred late at night or very early 
in the morning. They just cannot face the next 
day, which is full of life for everyone except for 
them. 


The question arises: Can a general hospital re- 
duce the suicide rate even further? This question 
does not appear cogent because the present statis- 
tics are low, and it would not be possible to lock 
all doors and windows and practically restrain pa- 
tients with chronic illnesses or patients admitted 
for suicidal attempt. It is a well known fact that 
a patient who makes one suicidal attempt waits 
some time before making another. Very seldom 
will a patient, admitted for attempted suicide, make 
another attempt immediately. Whether this de- 
pends on the amount of guilt and punishment the 
patient has in his own conscience, can only be eval- 
uated by a study of the case history and examina- 
tion of the patient. My experience is that there 
are very few recurrent suicidal attempts within a 
short period. Those who do are either very con- 
fused or markedly perplexed, and their reasoning 
and judgment completely impaired. Their behavior 


is compulsive and such patients can be diagnosed 
very easily. Usually the suicidal patient, after his 
first unsuccessful attempt thinks twice before try- 
ing again. 

The study Drs. Friedman and Cancelleri have 
presented is a valuable contribution. The only sug- 
gestion that I would advance is that these patients 
should be kept in the hospital longer, if necessary 
against their will, and that a psychiatric and social 
history be obtained so as to be able to give the 
family an idea of the cause and recommended ther- 


apy. 


Mr. John J. Ritter: In my experience at Fordham 
Hospital from January 1947 to the present date, 
there were only eight cases of attempted suicide 
by patients on the wards. All were attempted by 
jumping from windows. Five ended in death. Three 
patients recovered and were subsequently sent to 
Bellevue. 

The windows in our hospital are of the double 
hung sash type, with wire mesh screening on the 
outside, which is no protection against jumpers. 

It is my opinion that with sufficient trained pro- 
fessional personnel and the use of a type of win- 
dow which does not permit passage by a body, 
most psychotic cases could be taken care of in an 
open ward. However, professional groups and the 
general public would require much education to 
change their traditional thinking as to these pa- 
tients. 

The greatest problem is the nuisance that the 
psychotic patient creates on the wards. He takes 
up excessive time and effort of overworked, .under- 
staffed ward personnel and he is not readily ac- 
cepted by the other patients on the ward. 

Statistically, a record of eight attempts at sui- 
cide in a total of approximately 135,000 admissions 
to a general hospital is a ratio of 1:16,875 admis- 
sions, and speaks for itself. 

(Mr. Ritter is Assistant Hospital Administrator 
at Fordham Hospital, and therefore speaks with a 
great deal of experience about hospital manage- 
ment.) 

Dr. Emerick Friedman: About the psychotics 
causing difficulty on the ward, I believe that since 
the introduction of the tranquillizers we have kept 
this to a minimum at Fordham Hospital. Our only 
real difficulty is with alcoholics. 

Dr. Morton Hand: I would like to cite our experi- 
ence with chronically disabled patients in a hospital 
with a census of 800. These people remain for 
years. They are for the most part orthopedically 
or neurologically disabled patients, and we have on 
the average three to five attempted suicides a year, 
approximately three to four that are successful. 

Of more importance than the fact that we have 
a few suicides is the fact that each time a suicide 
occurs other patients in the ward become inquisi- 
tive as to whether or not there was difficulty in ac- 
complishing the act, and they often openly express 
their own desire to enter into a similar form of ac- 
tivity if they but had the courage and were sure 
that they would succeed. 
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Psychomotor Paroxysms of Non-Epileptic Origin 


EUGENE REVITCH, M.D. 


Paroxysmal outbursts of disorganized be- 
havior with or without hypermotility, auto- 
nomic manifestations, falling down and va- 
rious degrees of alterations of consciousness 
frequently present a difficult problem in the 
differential diagnosis between epileptic and 
non-epileptic disorders. In accordance with 
the Jacksonian concept we now believe that 
the clinical manifestations of epilepsy are 
correlates of an excessive neuronal discharge 
in the brain. Unfortunately scalp electro- 
encephalography is not always a reliable di- 
agnostic tool since paroxysmal] tracings may 
be found in non-epileptics, while perfectly 
normal records are not uncommon in epi- 
leptics. Furthermore, the very boundaries 
of epilepsy are not clear in spite of tremen- 
dous advances in the field. Thus for in- 
stance Schwade and Geiger’ recently chal- 
lenged the very concept of thalamic and hy- 
pothalamic epilepsy described by Gibbs and 
Gibbs.* According to the authors, the 6 and 
14 per second spikes described in this con- 
dition are connected not with epileptic phe- 
nomena, but with thalamic, hypothalamic 
and amygdalic impulses released by an emo- 
tional trigger. 

H. Baruk and his school in France believe 
that in addition to hysterical] attacks there 
is a whole spectrum of paroxysms extending 
from quasi voluntary events to epileptic 
manifestations. The French authors have 
described these seizures under the name of 
“crises neuropathiques” and “crises cata- 
thymiques.’’*:* The views of the French au- 
thors seem to revive the old concept of Gow- 
ers’ who questioned existence of intermedi- 
ate forms between hysteria and epilepsy. 

For a period of over three years the au- 
thor paid special attention to patients with 
paroxysmal psychic, motor and autonomic 
phenomena which at some time were 
thought to be of epileptic origin and fre- 
quently treated as such with anticonvulsive 
medication. The clinical material was col- 
lected among inmates of the New Jersey 


From New Jersey State Diagnostic Center, Menlo 
Park N. J. 


prisons, among the cases referred to the 
New Jersey State Diagnostic Center by 
courts and agencies, and among patients 
with similar episodes seen in private prac- 
tice. The institutional patients were partic- 
ularly valuable since it was possible to ob- 
serve them for two to three years and some 
of them were followed indirectly for a pe- 
riod of five years. This study, as well as a 
review of literature, clearly indicated a spec- 
trum of conditions with various degrees of 
dominance of physiological and psychologi- 
cal factors in the causation of the seizures. 
It is possible to divide the attacks into four 
large and somewhat heterogeneous groups: 


I. Physiological factors such as hypoglycemic re- 
actions, syncopes, etc. 

II. Attacks due to physiological and psychologi- 
cal factors with physiological dominance; these seiz- 
ures are connected with physiological immaturity 
of the nervous tissue or to brain lesions. Due to 
this, emotionally triggered impulses cannot be co- 
ordinated into purposeful activity or inhibited. This 
is common in childhood encephalopathies, in child- 
hood schizophrenia and in impulsive behavior con- 
nected with 6 and 14 per second positive spikes and 
in the aggressive psychopaths with theta activity 
in the mid-temporal region as described by D. Hill. 


III. Physiological and psychological factors with 
psychological dominance: To this group belong out- 
bursts of uncontrollable anxiety with behavioral dis- 
organization, outbursts of anger and excitement oc- 
casionally with breath-holding spells in paranoid 
personalities. 


IV. Due to psychological factors: To this group 
belong purely psychogenic conditions such as hys- 
terical dissociations and simulation. 

Most of the seizures observed by the author be- 
longed to Group II and III. In Group II the most 
outstanding cause of diagnostic error were cases 
of childhood schizophrenia with various impulsive 
manifestations and blind rages. A thorough history 
taking usually revealed specific factors producing 
what would seem to be a psychomotor seizure. 
For instance, a three year old boy had attacks of 
uncontrollable rage with falling down on the floor 
in specific situations such as men and women ap- 
pearing together on television, his mother reading 
a newspaper, etc. 


The Group III was predominantly preva- 
lent among prison inmates of the younger 
age groups. The seizures consisted in what 
seemed to be unprovoked rages with altera- 
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tions of consciousness, assault, destruction 
of objects, self-destructiveness as well as 
falling down or with disorganized, purpose- 
less motility. These attacks seemed so out 
of context that the patients received anti- 
convulsive medication prior to the re-evalua- 
tion of their condition, It appeared that 
practically all the subjects presenting these 
phenomena were of a paranoid personality 
structure with a suspicious, distrustful and 
hostile orientation to the human environ- 
ment. At the New Jersey Reformatory for 
Women, 15 inmates with psychomotor out- 
bursts were all classified as paranoid per- 
sonality, while out of 20 inmates without 
psychomotor outbursts and taken at random 
for this study, only four were classified as 
such. As a general rule, attacks in this 
group disappeared with emotional matura- 
tion, better motivation and supportive rela- 
tionship with a member of the staff. EEG’s 
were abnormal only in four out 15 patients 
at the Reformatory for Women, were of bor- 
derline quality in a few other cases in the 
younger age group and normal in the ma- 
jority of patients. 

Many of the patients in describing the 
seizures brought up the subjective experi- 
ence of bitemporal, throbbing headache and 
difficulty in breathing prior to the blackout. 
Hypnosis, sodium amytal interviews and re- 
peated psychiatric examinations for a long 
period of time usually discovered precipitat- 
ing incidents causing frustration and anger. 
Thus a 28 year old woman with a paranoid 
personality structure, who in adolescence 
was considered to have epileptic equivalents 
described the attacks in youth as follows: 
“I was depressed. I wanted to be with my 
mother. Nothing mattered. I was upset. 
It was mostly nerves but now I can control 
my temper.” An inmate in a male prison 
presented attacks of falling down with loss 
of consciousness as well as outbursts of blind 
rage with assaultiveness. These attacks 
were provoked by quasi-delusional impres- 
sions that someone was going to hurt him. 
On a few occasions he found himself in 
strange places, not knowing how he got 
there. On several occasions when given so- 
dium amytal intravenously he became de- 
lirious, delusional and dangerously assault- 
ive. With change of environment and as- 
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signment to a shop with a sympathetic su- 
pervisor, the attacks disappeared in spite of 
removal of anti-convulsive medication. He 
had another attack, however, two years later 
when confronted with an unsympathetic of- 
ficer who, he felt, wanted to harm him. In 
the history of some individuals belonging to 
Group II, occasional convulsive attacks can 
be elicited in the history. The case of a thir- 
teen year old boy who had been followed for 
two years is a good example. He apparently 
had a convulsive seizure early in the morn- 
ing at the age of eight and then at the age 
of ten years. Repeated EEG’s since the age 
of eight years revealed theta activity in the 
left temporal area. He was on anti-convul- 
sive medication between the ages of ten and 
thirteen years at which time for a period of 
three weeks he was tense, nervous, with at- 
tacks of flushing of the face, unprovoked as- 
saults on his foster father and on his dog. In- 
crease of anti-convulsive medication did not 
modify the pattern. During these three 
weeks he was subject to severe emotional 
stress, since his mother planned to remove 
him from the foster parents whom he con- 
sidered as his real parents. With change of 
the stressful situation, the attacks disap- 
peared and he has been free of any seizures 
for the past year in spite of the fact that 
anti-convulsive medication had been with- 
drawn. The history of this boy and other 
similar cases bring forth the following hy- 
pothesis. A high threshold with epilepto- 
genic focus may occasionally show up under 
strong stimuli. At the same time the dam- 
aged area in the brain weakens the ability of 
of the central nervous system to redirect or 
inhibit emotionally triggered release phe- 
nomena, This may also explain Gower’s as- 
sumption that some hysteroid seizures may 
later become real epileptic attacks. 
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Discussion of Paper by Dr. Revitch 
HANS STRAUSS, M.D. 


Dr. Revitch has presented much case material 
with a great variety of syndromes. He mentions 
for example hysterical dissociation, rage reactions, 
autonomic and psychic paroxysms. He also de- 
scribed akinetic seizures and breathholding spells 
without, however, adhering to the exact meaning 
which these words have in neuropsychiatric usage. 

The characteristic common to all in Dr. Revitch’s 
group is evidently the occurrence of short, episodic 
alterations of behavior which in all his cases appear 
on the background of less obvious chronic psychi- 
atric difficulties. On the basis of these episodic dis- 
turbances Dr. Revitch speaks of psychomotor par- 
oxysms. He does not use the expressions psycho- 
motor attack or psychomotor seizure. However, it 
seems to me that paroxysm, seizure or attack sig- 
nify essentially the same reaction and, therefore, 
as far as I can see, these patients do not suffer from 
what is generally called a psychomotor attack or 
seizure or paroxysm. The term psychomotor seiz- 
ure, as it is now employed, following Gibbs and 
Lennox, is not well chosen for it denotes mainly 
those states which psychiatrists previously used to 
call twilight states or dreamy states. While I do 
not deny that such twilight states can occur out- 
side the field of epilepsy, I do not see that the ob- 
servations, made by Dr. Revitch, should be diag- 
nosed as such states. Many of them show evidently 
an emotionally induced narrowing of conscious- 
ness but no general depression of the level of con- 
sciousness. The word “psychomotor” should not be 
used to describe the conditions discussed by Dr. Re- 
vitch for this will inevitably lead to confusion and 
contribute nothing to the necessary clarification. 

Is there any relationship between these cases and 
epilepsy? Of course one will think of such a rela- 
tionship in view of the episodic appearance of the 
disturbances. Many observations have been made, 
beginning with those of my teacher Kleist in 1926 
up to those by Weil, Heath and Epstein, which have 
shown the importance of epileptic mechanisms in 
some rather complicated episodic psychotic states. 
Dr. Revitch denies a relationship of his observations 
to epilepsy on the basis of clinical and electroen- 
cephalographic studies. In most cases the EEG 
was normal, at least as long as no special provoca- 
tive methods were used. In two cases Dr. Revitch 
describes bursts of slow activity. Of course this is 
an unspecific type of abnormality which is seen 
quite often in epilepsy but also in many other con- 
ditions. 

However, the presence of this abnormality in 
these cases shows that they have a disturbance in 
cerebral activity which can be defined physiological- 
ly. This is, in my opinion, of the greatest impor- 
tance. We should try in every psychiatric case to 
discover by all available means whether there is a 
disturbance of brain function which we can define 
in terms of brain physiology. Once we have found 
such a disturbance, the problem arises what is its 
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role in the pathogenesis of the deviation in beha- 
vior. Are the psychiatric manifestations direct and 
simple, one might say obligatory, sequelae of the 
disturbed brain function as e.g. the appearance of 
photopsias with an irritative process in the optic 
system? If they are such obligatory sequelae they 
will occur in every person with the same physiolog- 
ical disturbance of brain function, independent of 
personality make-up or the present situation. The 
relationship of the behavioral disorder to the dis- 
turbance in brain physiology may, however, be much 
more complicated. The abnormal cerebral activity 
may result primarily only in a slight diffuse dis- 
turbance of cerebral function. This disturbance, 
however, may make it impossible for the patient 
to cope with difficulties in the same way as a person 
without such a disturbance and so lead to abnormal 
reactions whose type is determined by many factors 
including the personality of the patient, the pres- 
ent setting and others. In this respect let me point 
out that probably quite a few of Dr. Revitch’s pa- 
tients suffered from some disturbance in cerebral 
physiology, even if their EEG was normal. Many 
of them had low IQ’s pointing to some form of cer- 
ebral impairment. 


I fully agree with the statement that there 
are patients with episodic outbursts of abnormal 
behavior in whom no disturbance of brain physiol- 
ogy can be demonstrated by any means available 
now. Dr. Revitch would not have written this pa- 
per if he had not been fully aware of the fact that 
such a disturbance can be shown in others. Its 
demonstration is of theoretical and even practical 
importance. I refer here as an example only to 
those children with behavior disorders and those 
psychopathic personalities who show bursts of slow 
activity in their EEG and who can frequently be 
helped greatly by simple drug treatment. 

While I have to disagree with many of Dr. Rev- 
itch’s formulations, I feel that his paper is impor- 
tant because it brings up the problem of physio- 
logically definable disturbances of brain activity in 
psychiatric disorders. 


It is very gratifying to see in the last years how 
biological and physiological research begins to play 
an increasingly greater role in psychiatry. I am 
fully convinced that with the use of this approach 
and with the aid of new tools of research, e.g. depth 
recording from the brain, we will in the not too dis- 
tant future discover basic deviations of the brain 
from its normal physiological activity in conditions 
where such deviations were not even suspected be- 
fore. 


Dr. Leo Alexander: This is medically and legally 
a most important area, because in court cases these 
questions often arise and those who have read Dr. 
Lindesay Neustatter’s book “The Mind of the Mur- 
dered,” Christopher Johnson, London, 1957, may re- 
call this. He also included a cause celebré that we 
struggled with in Boston. Finally Dr. Wm. G. Len- 
nox was brought in as arbiter. In this case a boy 
had killed his favorite aunt in a brutal attack, and 
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the late Mr. Ogilvie called as technical consultant 
to the prison at my suggestion produced magnifi- 
cent records of left temporal spikes. The boy had 
suffered a head injury, and his first convulsive seiz- 
ure at age 2, a second seizure and a fall down a 
fight of stairs at age 11. There were outbursts of 
brutal assaultiveness against playmates and sib- 
lings; once after an argument he put a plate of hot 
beans over the head of his brother, scalding him 
very severely. There were similar outbursts on 
three occasions with dysmnestic fugue states of 
varying duration while serving with the Marines, 
and the final brutal attack on the aunt. He had ab- 
normal reflexes on the right, implicating the left 
pyramidal centers and a definite left temporal lobe 
focus with spikes. I testified to that effect, but I 
was contradicted by a very venerable psychiatric 
expert, who stated that the EEG can never have 
any bearing on the mental state. He said he had 
seen many epileptics with very abnormal EEG’s 
and yet were normal mentally and seen brutal acts 
committed by people with normal EEG’s. He 
claimed the abnormal EEG had no bearing at all. 


I then tcstified that the temporal lobe focus, in 
view of Gibbs’ findings, has a certain specificity. 
Nevertheless the jury convicted him because the 
venerable expert was more persuasive than my too 
scientific, too theoretical testimony. Then a commis- 
sion was appointed on which were epileptologists 
who confirmed my findings, did more electroenceph- 
alograms and the boy’s sentence was commuted. 


When Lindesay Neustatter came to Boston, I 
turned all the data over to him, which he included 
in h’s book. He reported some very interesting 
cases. 

From a medico-legal point of view this problem 
is very important. Because the person is an epilep- 
tic there is a much stronger case. 

Dennis Hill and William Sargant contributed an 
interesting case of matricide. This man killed his 
mother during the height of an argument in what 
appeared to be a psychomotor fit, facilitated by 
hyperventilation and hypoglycemia. The jury found 
him not guilty because of insanity. 

Dr. Revitch’s great contribution is that he has 
brought to us clinical material that we rarely see 
except when brought into court. He sees it in pure 
culture in prison practice. The entire psychiatry 
of the criminal is virgin territory, never actually 
studied on a wide scale. I hope Dr. Revitch will 
make a systematic study because very little is really 
known about the subject. 

In the Army we saw many of this type. We saw 
many more of the things which you find rarely in 
civilian life. I don’t know whether it is the pres- 
sure of Army life, the confinement or what it is. 
The British made some statistical studies of the 
subject. More of those crimes occurred in cold 
weather than in hot weather. They thought that 
brain hydration had something to do with it. 


Dr. Joachim Luwisch: I am inclined to agree with 
Dr. Straus. From Dr. Revitch’s presentation I am 
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not convinced that those cases did not have ep:- 
lepsy or a disorder wh:ch we call convulsive dis- 
order. 

I would like to ask Dr. Revitch, a) did he try 
medications with those patients and did he see any 
change in their behavior, and b) does he or did he 
take into consideration the fact that in about 5 per 
cent of proven epileptic cases the EEG is normal? 


Dr. Leo Alexander: I agree with Dr. Luwisch 
that perhaps sleep recordings may be in order in 
view of Gibbs’ work. 


Dr. Emerick Friedman: I would like to mention 
a classification of epileptic personality, somewhat 
in the discard at present, which contains references 
to phenomena that were described, namely, that va- 
rious types of emotional outbursts can occur with- 
out definite EEG findings at the time or, let us say, 
that EEG’s were not taken at the time of the 
events. 

I have now several cases referred by the New 
York State Rehabilitation Department which has 
become interested in long term disabilities in which 
certain phases of epilepsy have played a prominent 
role. Several instances have come up recently in 
which the patients had definite diagnosis of epilepsy 
and everyone who had seen these patients classified 
them as epileptic states. 

In discussions with these patients it was noted, 
between the attacks, the patient recognized and 
everybody around recognized, numerous outbursts 
of psychopathological phenomena, in some instances 
criminal psychopathology. No one took an EEG at 
the time. The patients were neither hysterical or 
epileptic presumably at that particular time. Is 
such a phenomenon of personality or of some other 
mechanism, some as yet undetermined type of elec- 
trophysiologic episode? 


Dr. William Holt, Jr.: To me the point of Dr. Rev- 
itch’s paper is not that he had some people with 
epileptic EEG’s and some with convulsions but that 
he was dealing with a group in whcm there often 
was found conscious awareness of their behavior 
during emotional outbursts or the outbursts of dis- 
ordered behavior. In this respect he considered 
them different than the classical hysterical patient 
and quite different from the classical epileptic pa- 
tient. He saw that these were people who had un- 
stable emotional make-up, with a tendency to get 
into antisocial activity and, of course, appeared pri- 
marily in prison populations. 

I, also, see such patients occasionally and I think 
that Dr. Revitch has performed a useful service in 
pointing up the fact that though there is some sim- 
ilarity between the epileptic and hysteric in these 
groups, in many instances they are neither one nor 
the other. I think it would be well to exclude those 
that have definite epileptic histories or hysterical 
episodes so that we can focus more definitely on 
this intermediate group who very often are antag- 
onistic and suspicious of people in general, es- 
pecially authoritative figures. 

Dr. Leo Alexander: Dr. Holt has made a very 
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important point and I would like to ask Dr. Rev- 
itch whether he has seen in his prison population 
any attempted suicides by impulsive individuals, by 
strangulation, which Stern has described, where 
there is always a stereotyped tendency to put on 
or have on their person female clothing. There are 
numerous diseases in criminals and social deviants 
that we have not sufficiently studied. 


Dr. Martin Hand: The term “epilepsy” is more 
or less of a cliché that we use in referring to a 
type of apparent motor phenomenon. On the other 
hand, we also are aware of the fact that some dis- 
turbances in cerebral physiology can be manifested 
in other non-motor forms. The cases Dr. Revitch 
has discussed are chiefly behavioral disturbances. 
In electroshock therapy following treatment we fre- 
quently encounter behavioral disturbances that can 
not be easily distinguished from those that occur 
spontaneously in the syndrome that is called psy- 
chomotor epilepsy. Yet occasionally we see pa- 
tients in treatment who are assumed to be men- 
tally disturbed but who in the midst of a rather 
continuous mental disturbance manifest paroxysms 
of behavioral which cannot be truly differentiated 
from the so-called psychomotor epilepsy. If one 
does an EEG on such a patient dysrhythmias will 
be found sometimes with focal alterations in the 
temporal lobes. 

My thought in the matter has been that some of 
these patients may represent a form of psycho- 
motor epileptic status. Some of these patients 
when treated with electric stimulation will tend 
to normalize their behavior after a period of time. 
I have on record one patient who after recovery 
showed a normal tracing. 

The fact that in most instances the electro-en- 
cephalogram on psychotic patients shows little or 
nothing, should not preclude considering that some 
of them may be epileptics. The point that I wish 
to make is that even in motor epilepsy there is a 
percentage of individuals who show no abnormal- 
ities in the electro-encephalogram after various 
forms of stimulation. 

If we were to weed out of the psychotics that we 
encounter, those patients with paroxysmal beha- 
vioral disturbances that seem to be occurring in 
the course of a more chronic type of mental dis- 
turbance, we might more frequently find patients 
that may be considered epileptic. 


Dr. Eugene Revitch: As to the objection to call- 
ing these attacks psychomotor paroxysms, I must 
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admit that I could not find another suitable word 
to describe them. I would l:ke to stress that many 
of the patients with these attacks were or-ginally 
diagnosed as cases of psychomotor epilepsy. To 
the second question of whether I used activation 
methods in the electroencephalograms, the answer 
is that unfortunately this was not possible since 
the records were taken in various state laboratories 
and by various technicians. I believe that, as a 
general rule, thorough history taking clinical stud- 
ies surpass electroencephalography in importance. 
For instance, the EEG of one of the patients 
showed slow bursts coupled with fast activity. Be- 
cause of the record she was diagnosed as a case of 
epilepsy. Yet under hypnosis and sodium amytal 
it was possible to determine the psychogenic na- 
ture of her fits. 


As to whether I tried to control the seizures with 
anti-convulsive medication, the answer is that I ac- 
tually took these patients off Dilantin and obtained 
freedom from attacks by placing them in a differ- 
ent cottage or with different supervisors. Mr. Weiss, 
the psychologist from New Jersey Prison Farms, 
assisted me in a clinical follow-up of a prisoner 
with this type of seizure. This prisoner improved 
after withdrawal of Dilantin just by placing him 
with a different supervisor. 

To the question about suicide-strangulation among 
prison inmates, I must answer that I have not seen 
it so far. I would like to stress, however, the fre- 
quent occurrence of _ self-destructive tendencies 
which reminds me of two historical examples: Alex- 
ander the Great and Vincent VanGogh. Alexander 
the Great is described by Plutarch as a suspicious, 
paranoid personality. Not unlike the cases I had 
the opportunity to observe, he developed a fit of 
fury against his friend Clytus, whom he pierced 
with a spear. Immediately afterwards he attempted 
to stab himself. The fit was connected with an 
outburst of paranoid ideation. VanGogh’s fits were 
also outbursts of fury, stimulated by flashes of par- 
anoid thinking. Casces of this sort cannot be di- 
agnosed as psychomotor epilepsy and should be iso- 
lated as separate entities. The first two cases pre- 
sented here did present occasional epileptic attacks, 
yet most of these seizures were not epileptic but 
emotionally triggered release phenomena connected 
with physiological and psychological immaturity 
coupled with inability to inhibit strong impulses. 
The first case with a true temporal spike improved 
not with medication but with Reiter’s electrostim- 
ulation. 
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